Vol. 30 No.1 Abstr. 1-263 July, 1961 


ABSTRACTS OF 
WORLD MEDICINE 


University Of Alabama 
Medical Center 


AUG8 196] 


Library 


A Monthly Critical Survey 


dical 

of Periodicals in 

pear Medicine and its Allied Sciences 

LIBRARY 

aling UNIVER? TY CF ALABAMA 

lages MEDICAL CENTER 

BIRMING!Ii¢M 3, ALABAMA 

lards 


LONDON 
BRITISH MEDICAL ASSOCIATION 
TAVISTOCK SQUARE, W.C.1 


Copyright © 1961 


BOUND BY THE NATIONAL LIBRARY BIMNDERY CO. OF GA. 


YEARLY SUBSCRIPTION £4.4.0 U.S.A. AND CANADA $13.50 SINGLE NuMBER 8/6 


y 
Di Af 

A 

> 
The 
inter- 


ABSTRACTS OF WORLD MEDICINE 


UNDER THE DIRECTION OF 
HUGH CLEGG, M.A., M.D., F.R.C.P., Editor, BRITISH MEDICAL JOURNAL 


EDITOR 
DONALD CROWTHER, B.A., B.M., B.Ch. 


ASSISTANT EDITOR 
A. DEWAR DUFF, M.B., Ch.B. 


SUB-EDITOR 
MARJORIE H. HOLLOWELL 


It is the aim of this journal to provide the reader with abstracts of all important articles appearing in medical 
periodicals published in every part of the world, and in this way to enable him to keep in touch with new develop- 
ments throughout the whole field of medicine and in each of its special branches, including those aspects of surgery 
which are of particular concern to the physician. 


More than 1,600 periodicals are surveyed, from which are selected for abstracting those papers which appear 
to make some useful contribution to the sum of medical knowledge or experience. Each paper is abstracted in 
sufficient detail to indicate to the general reader the nature and value of that contribution and to enable the 
specialist to assess its importance in relation to his own work and to decide whether the original article should be 
read in full. The author’s own summary or an editorial summary published with the original article may occasion- 
ally be reproduced if it is suitable for these purposes, and the title and reference alone may be published in order to 
draw attention to a review article or other type of paper which cannot readily be abstracted. 


The abstracts in each issue are grouped in sections according to subject and, so far as possible, those dealing 
with medical and surgical aspects of the same problem appear together. The titles of papers written in languages 
other than English are given both in translation and in the original form. The titles of journals are given in full and 
also abbreviated according to the rules adopted in the World List of Scientific Periodicals, as modified by ISO 
Recommendation R4: International Code for the Abbreviation of Titles of Periodicals (International Standards 
Organization, 1957), and in World Medical Periodicals (Second Edition, World Medical Association, 1957). The 
transliteration of authors’ names from the Cyrillic alphabets is in accordance with JSO Recommendation R9: Inter- 
national System for the Transliteration of Cyrillic Characters (International Standards Organization, 1955). 


Explanatory or critical comments by the abstracter or editor are enclosed within square brackets. 
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Vor. 30 No. 1 


JuLy, 1961 


Pathology 


|. Fibrinolysis and Anaphylaxis. I. Activaticn of Blood 
Fibrinolysin during Acute Anaphylactic Shock in Guinea 
Pigs 

K. L. Burpon, J. P. McGovern, G. D. BARKIN, and 
W. M. Meyers. Journal of Allergy [J. Allergy] 32, 
55-62, Jan.—Feb., 1961. 1 fig., 19 refs. 


In this study, reported from Baylor University College 
of Medicine, Houston, Texas, guinea-pigs were passively 
sensitized with egg albumen and shock induced by the 
intracardial injection of the antigen. Clot lysis was 
observed from the start of anaphylactic symptoms until 
fatal shock occurred. Thrombolytic changes gradually 
increased during the progress of the state of shock. 
However, it was shown that similar changes were observed 
when anoxia was produced by strangulation instead of 
by anaphylaxis. It is therefore doubtful, the authors 
conclude, whether fibrinolysin activation is the primary 
cause of anaphylaxis. H. Herxheimer 


2. Fibrinolysis and Anaphylaxis. II. Activation of Blood 
Fibrinolysin during Acute Anaphylactoid Shock in Guinea 
Pigs 

J. P. McGovern, K. L. Burpon, and G. D. BARKIN. 
Journal of Allergy [J. Allergy] 32, 63-68, Jan.—Feb., 
1961. 20 refs. 


In this further study [see Abstract 1] groups of 
guinea-pigs were intracardially injected with peptone, 
histamine, trypsin, or rat anaphylatoxin. The animals 
developed symptoms of acute fatal shock in all groups 
except that given trypsin, in which the signs of respira- 
tory distress were less pronounced. In all cases clot 
lysis was accelerated, as it was in anaphylactic shock, 
and was specially rapid after trypsin, as this substance 
acts as an activator of animal fibrinolysin. Fibrinolysin 
activation cannot therefore be regarded as the cause of 
the anaphylactoid reaction. H. Herxheimer 


3. Betel, Tobacco, and Cancer of the Mouth 

C. S. Murr and R. Kirk. British Journal of Cancer 
[Brit. J. Cancer| 14, 597-608, Dec., 1960. 15 figs., 
39 refs. 


This paper from the University of Malaya, Singapore, - 
reports a detailed survey of the geographical distribution, 


history, and sociological importance of betel-chewing. 

The chemistry and pharmacology of the chew are 

examined and particular attention is directed to the use 

of tobacco additions. From clinical, statistical, and 

experimental evidence it is concluded that the presence 

of tobacco determines the carcinogenicity of the chew. 


1 


Two squamous-cell carcinomata, an active squamous 
papilloma, and a benign squamous papilloma occurred 
among 53 mice whose ears were painted daily for 2 years 
with an aqueous extract of a betel-tobacco quid. Histo- 
logical changes in the ears were found to resemble those 
induced by polycyclic hydrocarbons. G. Calcutt 


4. Changes in Fatty-acid Composition of Human Aorta 
Associated with Fatty Streaking 

W. R. NELSON, N. T. WERTHESSEN, R. L. HOLMAN, H. 
Hapaway, and A. T. JAmes. Lancet [Lancet] 1, 86-88, 
Jan. 14, 1961. 


It is believed that the fatty streaks in the aorta previ- 
ously described by Holman et al. (Amer. J. Path., 1958, 
34, 209; Abstr. Wid Med., 1958, 24, 323) represent the 
first stage which can lead to atheroma. In the present 
study the differences in the lipid levels between such fatty 
streaks and adjacent normal tissue of the same aorta were 
studied in 4 males and one female aged 18 to 43. The 
major difference between normal and abnormal tissue 
was found to lie in the cholesterol-ester fatty acids of the 
intima. The oleic acid content was much higher in the 
fatty streaks than in the adjacent normal tissue, whereas 
the amounts of linoleic acid and of long-chain poly- 
unsaturated acids were almost identical in the two parts 
of the tissue. The phospholipids of the abnormal 
intima contained more saturated fatty acids, but there 
was no change in the content of triglycerides of the 
intima. 

In general it was found that the cholesterol esters of 
the fatty streaks of the aorta contained more unsatur- 
ated fatty acids than the adjacent normal tissue. The 
decrease in saturated fatty acids in the streaks in all cases 
coincided with an increase, up to threefold, in the content 
of oleic acid. Z. A. Leitner 


5. A Micro Modification of a Method for the Measure- 
ment of Globulin in Cerebrospinal Fluid and Its Application 
in Diagnosis of Multiple Sclerosis 

A. HANoK. Journal of Laboratory and Clinical ‘Medicine 
[J. Lab. clin. Med.| 57, 42-46, Jan., 1961. 4 refs. 


The author, at Yeshiva University, New York, has 
developed a method of determining the y-globulin and 
total protein content of cerebrospinal fluid for which 
only 0-2-ml. and 0-1-ml. samples respectively are required 
in contrast to a total 2 to 5 ml. by the method of Roboz 
et al. (Neurology, 1953, 3, 410), of which it is a modifica- 
tion. The method was used to examine samples of 
cerebrospinal fluid from 13 patients with disseminated 


| 
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sclerosis and 32 with non-demyelinating disease. The 
y-globulin concentrations (mean 7-6+3-94 mg. per 100 
ml.) and the y-globulin levels expressed as a percentage 
of total protein (mean 23-3-+8-15) for the patients with 
disseminated sclerosis were significantly higher than 
those (3-0+ 1-05 mg. per 100 ml. and 12-:2+3-38 respec- 
tively) for the patients with non-demyelinating disease. 
The value of the test for the clinical diagnosis of dis- 
seminated sclerosis is discussed. J. E. Page 


MORBID ANATOMY AND CYTOLOGY 
6. Dissecting-microscope Appearances of Jejunal Biopsy 
Specimens from Patients with ‘* Idiopathic Steatorrhoea ”’ 
R. Hoimes, D. O’B. Houginane, and C. C. BooTtu. 
Lancet {Lancet} 1, 81-83, Jan. 14, 1961. 5 figs., 5 refs. 


This preliminary report from the Postgraduate Medical 
School (Hammersmith Hospital), London, describes the 
use of the dissecting microscope to study the appearance 
of jejunal mucosal biopsy material obtained from 30 
patients with “idiopathic steatorrhoea”. With con- 
ventional histological techniques at least two types of 
abnormality are recognized: (1) subtotal villous atrophy, 
in which the mucosa is thickened and normal villi are 
absent; and (2) partial villous atrophy, in which there 
is widening of the glandular area and the villi are broad 
and short. Under the dissecting microscope normal 
jejunal mucosa shows prominent slender villi. Mucosa 
from patients with “idiopathic steatorrhoea’’ shows 
either a flat appearance without recognizable villi or a 
curious appearance of “ridges, convolutions, and 
whorls ” with no normal villi. These appearances are 
designated “ flat” and convoluted and are found to 
correspond to subtotal villous atrophy and partial villous 
atrophy respectively. 

It is concluded that examination with the dissecting 
microscope provides a clearer distinction between the 
two types of change than is obtained with conventional 
histological techniques. Hewett A. Ellis 


7. Nontropical Sprue: Fine Structure of the Intestinal 
Epithelial Lesion 

C. T. AsHwortH, W. C. CuHears Jr., E. SANDERS, and 
M. B. Pearce. Archives of Pathology [Arch. Path.] 
71, 13-19, Jan., 1961. 9 figs., 11 refs. 


The electron-microscopic appearances of peroral je- 
junal biopsy specimens from 2 patients with non- 
tropical sprue are described in this report from the 
University of Texas Southwestern Medical School, 
Dallas. Specimens obtained from one case of “* irritable 
colon” and one of non-specific ulcerative colitis served 
as control material. 

Light microscopy revealed abnormal mucosal histology 
in each case of sprue, the villi being short, broad, and 
fused. The surface epithelial cells were reduced in size 
and there was cellular infiltration of the lamina propria. 
Electron microscopy revealed additional abnormalities. 
The microvilli were reduced in number from an average 
normal of 10 x 107 per sq. mm. to 5-0 x 107 per sq. mm. 
and 3-3x107 per sq. mm. respectively. The villi were 


also shorter and measured 0-5 to 0-7 yu in length com. 
pared with the average normal of 1-3 4. The individual 
epithelial cells were narrowed, there was a reduction in 

e number of intracytoplasmic vesicles, and the base- 
ment membrane showed fraying and foci of complete 
interruption. 

One patient was re-examined after a clinical remission 
obtained with a gluten-free diet, but the abnormal muco- 
sal features persisted. 

It is considered that the diminished surface area result- 
ing from the shortening and broadening of the major 
villi is unlikely to account for the faulty absorption in 
these patients. Small particles and possibly solutions 
are absorbed into the cell by a process of pinocytosis, 
and the microvilli probably play an essential role in the 
formation of the intracytoplasmic vesicles by invagina- 
tion of the cell membrane between the bases of neigh- 
bouring microvilli. If the microvilli are abnormal it is 
likely that absorption of material by this process of 
pinocytosis will be impaired. This is supported by the 
observation that in the 2 cases of sprue there was a 
reduction in the number of intracytoplasmic vesicles. 

Hewett A. Ellis 


8. Sub-clinical Rheumatic Carditis 
R. LANNIGAN. British Heart Journal (Brit. Heart J. 23, 
35-42, Jan., 1961. 5 figs., 27 refs. 


The results of the histological examination of biopsy 
specimens of the left atrial appendage from 175 patients 
subjected to mitral valvotomy and of material from 28 
consecutive necropsies in which there was macroscopic 
evidence of rheumatic heart disease are presented in this 
paper from the University of Birmingham. The author's 
histological criteria of rheumatic activity were those pre- 
viously described (J. Path. Bact., 1959, 77, 49) and their 
correlation with the clinical features is discussed. In 
the biopsy series, which consisted of 106 women and 69 
men ranging in age from 12 to 53 years, none of whom 
had shown clinical evidence of acute or subacute rheu- 
matism, 64-2°% of females and 63-8°% of males showed 
positive rheumatic atrial histological lesions, while in 
53% there was a previous history of rheumatic fever or 
chorea. The outstanding finding correlating with the 
clinical features was the high incidence of active histo- 
logical lesions in patients with sinus rhythm (86 out of 
97 cases) and the low incidence of active lesions in those 
with atrial fibrillation (26 out of 78 cases). In the nec- 
ropsy series, consisting of 28 patients (selected from a 
total of 61 cases as being under 50 years of age and not 
having other cardiac conditions), there was a history of 
rheumatic fever or chorea in 22 (79%). In this group 
the whole heart was examined for the presence of 
active rheumatic lesions, but no significant difference in 


.this respect was found between patients with sinus 


rhythm and those with atrial fibrillation. However, 
when the whole series of 59 cases in which the type of 
cardiac rhythm was known were taken into account active 
lesions were found in 6 (50%) of the 12 with sinus rhythm 
and 6 (13%) of 47 with atrial fibrillation (P<0-01). 

The marked difference in the incidence of active lesions 


in sinus rhythm and atrial fibrillation is discussed in rela- 
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tion to the possibility of the effect of organizing thrombus, 


age, the time interval between the last attack of fever: 


and operation, and the duration of the disease, and com- 

with the results of similar investigations reported 
in the literature. The definition of the term “ active” 
may be confusing. In this series 47% of the mitral 
patients had no history of rheumatic fever or chorea, 
yet 62%, of them showed histological evidence of rheu- 
matic activity. A condition of subclinical rheumatic 
carditis is deduced as a probability. In conclusion the 
author suggests the possibility that the conditions neces- 
sary for the development of fibrillation are more closely 
associated with the healed process than with the active 
disease process and advises the continuation of prophy- 
lactic or suppressive measures throughout life. 

Harry Coke 


9. A Study of the Cardiac Stigmata in Prolonged Human 
Thiamine Deficiency 

D. T. RowLaANpbs Jr. and C. F. Vitter. Circulation 
[Circulation] 21, 4-12, Jan. [received Nov.], 1960. 
5 figs., 10 refs. 


A review of the records covering a period of 20 years 
at the Cincinnati General Hospital, Ohio, revealed 29 
cases of vitamin-B deficiency in which necropsy records 
were available. Of these, only 8 strictly fulfilled the 
criteria for beriberi heart disease proposed by Blanken- 
horn (Ann. intern. Med., 1945, 23, 398), namely, (1) en- 
larged heart with normal rhythm, (2) dependent oedema, 
(3) raised venous pressure, (4) peripheral neuritis or 
pellagra, (5) non-specific alterations in the electrocardio- 
gram, (6) no other evident cause for heart disease, 
(7) gross deficiency of diet for at least 3 months (modified 
by the authors to 6 months), (8) improvement in the 
symptoms and reduction in heart size after specific 
vitamin therapy, and (9) necropsy findings consistent 
with beriberi. The pathological study of these 8 cases 
was mainly confined to the microscopic appearances 
in sections prepared from the myocardium, these being 
evaluated by comparison with myocardial specimens from 
normal subjects and from patients who had died from 
other forms of heart disease. (The technique of prepar- 
ing the histological material is described in detail.) 

This histological study failed to disclose any character- 
istics in the myocardium from these 8 cases which were 
specific for beriberi, such changes as were observed being 
in no way different from those found in the control speci- 
mens. The authors therefore conclude that human beri- 
beri heart disease is largely the result of a reversible 
biochemical abnormality affecting the myocardium “* and 
is not characterized by necrosis, fibrosis, or other irrever- 
sible damage to the myocardium, even after prolonged 
periods of cardiac failure ”’. P. T. O'Farrell 


10. Coronary-artery Pathology in Sudden Death from 
Myocardial Ischaemia: a Comparison by Age-groups 

T. CRAwForD, D. Dexter, and R. D.-TEARE. Lancet 
[Lancet] 1, 181-185, Jan. 28, 1961. 2 figs., 7 refs. 


The authors, at St. George’s Hospital, London, have 
used post-mortem angiography and microscopy of semi- 
serial sections of stenosed segments to study the coronary 


arteries of 75 men who died suddenly from ischaemic 
heart disease. There were 25 patients in each of the 3 
age groups 20 to 39 years, 40 to 49 years, and 50 to 59 
years. 

The only pathological arterial lesion found was athero- 
sclerosis—that is, ‘* the widely prevalent arterial lesion 
characterized by patchy thickening of the intima, this 
thickening consisting of accumulations of fat, and layers 
of collagen-like fibres in widely varied proportions ”’. 
Fresh or organizing occlusive or mural thrombi were 
often present, but always on a basis of advanced athero- 
sclerosis. Single or multiple recent occlusions were 
found in 18 patients under 40, in 15 between 40 and 49, 
and in 8 between 50 and 59 years. A total of 61 cases 
had multiple arterial stenoses with reduction of the lumen 
to one-third the normal or less, and in 49 cases the lumina 
of two or more arteries were narrowed to one-quarter 
of the normal or less. 

The anterior descending artery was the site of 27 
recent occlusions and 9 non-occlusive mural thrombi, 
and the circumflex artery of 6 occlusions and 2 mural 
thrombi; and in the right artery there were 15 occlusions 
and 2 mural thrombi. Of the 48 recent occlusions, 39 
were due to thrombi of fibrin and blood cells and 9 to 
plugs of atheromatous debris, which in 7 cases was mixed 
with thrombus. No intimal haemorrhage large enough 
to close off the lumen was seen. The distribution of 
old lesions within the arteries followed the same pattern 
as that of recent occlusions. 

Prevalence of occlusion and stenosis, extent and dis- 
tribution of disease, and other features showed only slight 
graded quantitative differences with age. 

The frequency with which 2 or 3 of the arteries may 
be occluded or severely stenosed provides, in the authors’ 
opinion, a gloomy prospect for coronary-artery surgery. 
However, in 9 cases in this series the disease was local- 
ized, with less than 5 cm. of artery affected by confluent 
atherosclerosis. This group would appear to offer the 
best prospects for coronary surgery. H. Caplan 


11. Relation of Myocardial Bridges and Loops on the 
Coronary Arteries to Coronary Occlusions 

P. PoLAceK. American Heart Journal [Amer. Heart J.] 
61, 44-52, Jan., 1961. 8 figs., 12 refs. . 


The big stems of the coronary arteries very often dis- 
appear under the superficial myocardial fibres for a 
shorter or longer course and then re-emerge on to the 
heart surface. The author, in a study at Charles Uni- 
versity Medical Faculty, Hradec Kralové, Czechoslo- 
vakia, found these overbridges in 60 out of 70 hearts 
from subjects ranging from newborn infants to persons. 
of 80. They were frequently multiple and occurred in 
relation to the left coronary artery and its branches in 
77-1°% of cases and to the right coronary artery in 41-4°%. 
They took two anatomical forms: (1) muscular bridges 
formed by the artery dipping under the superficial layer 
of ventricular myocardium, these being usually 10 to 
20 mm. long and up to 5 mm. thick and most frequent 
in the proximal half of the anterior descending branch; 
and (2) muscular loops, occurring in the atrio-ventricular . 
groove, formed by myocardial fibres arising in and re-. 
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inserted into the atrial myocardium. These loops were 
usually 10 to 15 mm. long and 100 to 300 yu thick, and 
were observed most frequently in the first stretch of the 
left circumflex and the terminal stretch of the right 
coronary arteries. 

Microscopically, the overbridges were very closely re- 
lated to the adventitia. The thickness of the media did 
not appear to be related to the presence of these over- 
bridges, but in the stretch of artery before the bridge the 
intima was much thicker than under the bridge, while 
after the bridge the intima was of about the same 
thickness as under the bridge. Comparison of intimal 
thicknesses in the same stretch of 8 unbridged and 16 
bridged arteries showed that in the unbridged artery the 
average minimum intimal thickness was 33-5°, of the 
thickness of the wall and the average maximum was 
47-9°.,.. In the bridged artery the comparable figures 
were 26:0°%% and 56-8°% respectively. From this it is 
argued that hyperplasia of the intima in a bridged artery 
before the bridge shows a much greater irregularity than 
in an unbridged artery at the same level. 

The author concludes that ** the stretches of the arteries 
before the muscular bridges and loops could become a 
site of predilection for a sclerotic process. In this way 
the coincidence between sites of the most frequent over- 
bridgings and those of the most frequent occlusions of 
the coronary arteries could be explained *’. 

H. Caplan 


12. Pneumocystis Pneumonia. (La pneumonie A 
Pneumocystis) 

Le TAN Vinu, J. VIALATTE, J. PELLERIN, and H. T. SInNA. 
Archives francaises de pédiatrie [Arch. frang. Pédiat.] 17, 
1149-1160, Nov., 1960 [received Jan., 1961]. 14 figs., 
8 refs. 


In this paper from the Hopital Saint-Vincent-de-Paul, 
Paris, the authors draw upon their experience of 20 
proven cases of Pneumocystis carinii pneumonia to de- 
scribe their concept of the histogenesis of the pulmonary 
lesion. They also discuss the demonstration of the 
parasite in vivo. 

In the initial stage of infection, they find, the naked-eye 
appearance of the lung is normal or nearly so. Histo- 
logically, there are minute scattered lesions separated 
by normal lung. Each lesion consists of several alveoli 
filled with acellular exudate, the septa being of normal 
thickness and cellularity. Foci of different ages may be 
identified, and their confluence and evolution lead to 
the typical appearances of the florid stage. In this 
stage the lungs are heavy and firm, with a smooth pleural 
surface, and on gross section show areas of pale con- 
solidated lung, either patchy or confluent. On section 
most of the alveoli are found to be filled with exudate, 
sometimes acellular, sometimes: containing small num- 
bers of mononuclear cells. The septa are patchily 
thickened and contain a mononuclear exudate in which 
plasma cells are present. In the third stage the lung may 
not show any naked-eye abnormality—at most, tiny foci 
of consolidation are visible—but on section there is a 
focal intra-alveolar macrophage reaction with small 
areas of exudate. The alveolar lining cells are swollen, 
but the septa are more nearly normal. These three 


stages in the evolution of the pneumocystic lesion may 
coexist in the same lung, and parasites are demonstrated 
in each type of lesion, though special methods and long 
search may be required to reveal them in the first and 
third stages. 

The authors discuss the in-vivo laboratory diagnosis of 
the condition and, on the basis of their observations on 
necropsy material, recommend the Gram—Weigert stain 
as the most suitable for recognition of parasites. From 
their experience of 3 cases in which parasites were identi- 
fied during the patient's life they consider that repeated 
examination of aspirated pharyngo-tracheal secretion is 
preferable to lung puncture and suggest that this method 
may enable a more complete picture of the disease to be 
established. E. G. Hall 


13. Amyloidosis of the Islets of Langerhans: a Re- 
study of Islet Hyalin in Diabetic and Nondiabetic Indi- 
viduals 
J. C. Enruicu and I. M. RATNER. American Journal of 
Pathology (Amer. J. Path.) 38, 49-59, Jan., 1961. 4 figs., 
38 refs. 


Hyalinization of the islets of Langerhans in diabetes 
mellitus has been known for 60 years, and there have been 
many attempts to define the nature of the hyaline sub- 
stance. This paper from the Lebanon Hospital, New 
York, reports the results of an investigation into the 
nature of this material by the use of more elaborate 
histological techniques than those which have previously 
been employed. 

Sections of pancreas taken at necropsy from 91 dia- 
betics over 50 years of age were studied, while similar 
specimens from 178 non-diabetics over the age of 60 
were used as a control. Hyaline material was found in 
the islets in 45 (49-5°%) of the diabetics, but in only 7 
(3-9°%%) of the controls. Metachromasia with crystal 
violet and binding of congo red were demonstrated in 
all the hyaline deposits. The amyloid material was found 
between capillary walls and islet cells; the blood vessels 
of the pancreas did not contain this substance, and none 
was found in sections of the left atrium and kidney. As 
the authors point out, the pancreas does not often partici- 
pate in systemic amyloidosis and, when present, amyloid 
deposits are generally restricted to the walls of small 
blood vessels. They consider that the clearly estab- 
lished statistical relationship between diabetes mellitus 
and amyloid deposits in the islets of Langerhans points 
to the need for additional investigations of a possible 
pathogenetic linkage. A. W. H. Foxell 


14. Pancreas in Maturity-onset Diabetes: Pathogenetic 
Considerations 
S. S. Lazarus and B. W. VoLk. Archives of Pathology 
[Arch. Path.] 71, 44-59, Jan., 1961. 15 figs., biblio- 
graphy. 
Experimentally, permanent diabetes occurs only when 
there is extensive destruction of pancreatic 8 cells. On 
the other hand in human diabetes mellitus disease of 
the pancreatic islets different from that seen in the non- 
diabetic pancreas is not always demonstrable. In many 
diabetics the pancreatic 8 cells do not respond adequately 
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to the normal insulogenic stimulus, which is a raised 
blood sugar level. The present study was carried out at 
the Jewish Chronic Disease Hospital, Brooklyn, New 
York, in an attempt to re-evaluate the morphological 
changes in the pancreas which might lead to a reduction 
in glucose availability to the f cells. The pancreatic 


glands of 50 diabetic patients were examined, together 


with those from a control series of 50 non-diabetic 
patients. Similar lesions were observed in both groups, 
but there were marked quantitative differences. Atro- 
phy, fibrosis, vascular lesions, and islet hyalinization 
were more severe in the diabetic than in the control group. 
There seemed usually to be a diminution of islet mass in 
the diabetic pancreas. Frequently, however, numerous 
residual 8 cells were present, which might have been 
assumed to be sufficient to prevent diabetes. Further- 
more, it has been shown that the diabetic pancreas may 
contain normal amounts of insulin; it therefore appears 
that in these cases the extent of hyperglycaemia is in- 
adequate to provide the stimulus for insulin release. 
It is feasible that the vascular lesions cause an impaired 
blood supply to the islets, resulting in less glucose being 
available to the f cell than is represented by the blood 
sugar level. Support for this viewpoint is also derived 
from clinical experience in the therapy of diabetes with 
the sulphonylurea drugs. These act primarily through 
stimulation of the pancreas to increase its output of 
insulin and are, as a general rule, effective in maturity- 
onset diabetes but not in the juvenile form, which is 
usually caused by marked diminution or absence of 
islet tissue. A. W. H. Foxell 


15. Sex Differences in the Structure of Cell Nuclei in 
Benign Tumours of the Brain. ([lonopsie 
CTpyKTypbl amep B onyxonax 
mosra) 

A. P. Avcyn and S. M. Sipaeva. Hespona- 
monozeuu u I]cuxuampuu [Z. Nevropat. Psihiat.] 60, 
426-433, No. 4, 1960. 4 figs., 14 refs. 


The type of sex chromatin was studied at the Institute 
of Neurosurgery, Moscow, in cell nuclei of benign cere- 
bral tumours and an attempt made to correlate its appear- 
ance with the sex of the patient. 

Of 17 patients suffering from meningioma, the female 
sex chromatin was found to be present in 9 female patients 
in 85°% of the nuclei and in 5 to 14°% of the nuclei in 8 
male patients. These results indicate that in the nuclei 
of meningiomata the characteristic pattern of the sex 
chromatin of the patient is. maintained. In another 
group of 7 patients suffering from neurinoma the sex 
chromatin was found to be present in 45 to 57% of the 
nuclei in 4 female patients and in 0 to 8% of the nuclei 
in 3 male patients. In these patients also the character- 
istic sex differences seemed to be maintained in the cell 
nuclei of the tumours. 

In patients suffering from astrocytoma, however, no 
distinct differentiation into male or female sex chromatin 
Patterns could be observed. This, it is suggested, may 
be due to the very rich chromatin content of the cell 
Nuclei of these tumours, which makes it difficult to 
establish the exact amount of sex chromatin. The 


authors suggest that this method might be useful in 
deciding the most suitable type of hormonal therapy to 
be employed. G. Hilton 


16. Nodular Glomerulosclerosis: Clinico-pathological 
Correlation of 40 Advanced Cases 

G. R. HENNIGAR, R. J. Conen, and H. P. Katz. Ameri- 
can Journal of the Medical Sciences {[Amer. J. med. Sci.] 
241, 89-95, Jan., 1961. 3 figs., 20 refs. 


This paper from King’s County Hospital, Brooklyn, 
New York, presents a re-evaluation of the relationship 
of renal nodular sclerosis (intercapillary glomerulo- 
sclerosis of Kimmelstiel and Wilson) to the course of 
diabetic disease. The authors studied only cases show- 
ing the more severe histological signs—that is, more than 
half out of a series of 20 glomeruli showing at least one 
nodule each, the nodules being fibrous, slightly cellular, 
and located in the intercapillary space. Cases showing 
only diffuse intercapillary sclerosis and sudanophilic 
nodules were excluded. Clinically, patients were con- 
sidered to have acidosis if there had been a history of 
diabetic coma, ketonuria, or diminished CO 2-combining 
power. 

Of 525 diabetics examined post mortem between 1950 
and 1959, 40 had kidneys presenting the picture of severe 
nodular sclerosis. Of these, 19 had had acidosis. Hy- 
pertension had been present in most, and proteinuria in 
all, of the 40 cases. There was no positive correlation 


with the incidence of pathological changes in the islets. 
The authors consider their findings to be at variance with 
the conclusion reached by others (Zubrod et al., New Engl. 
J. Med., 1951, 245, 518; Abstr. Wild Med., 1952, 11, 52) 


that acidosis is rare in diabetics showing the Kimmelstiel- 
Wilson renal lesion. G. Loewi 


17. The Occurrence of L.E. Cells and Hematoxylin 
Bodies in the Naturally Occurring Cutaneous Lesions of 
Systemic Lupus Erythematosus 

R. M. Witson, R. R. Appotr, and D. K. MILLER. 
American Journal of the Medical Sciences [Amer. J. med. 
Sci.] 241, 31-43, Jan., 1961. 7 figs., 23 refs. 


Although haematoxylin bodies have frequently been 
described as occurring in necropsy and biopsy material 
from cases of disseminated lupus erythematosus (D.L.E.), 
L.E. cells have apparently not previously been recorded 
in the naturally occurring lesions of D.L.E. They have, 
however, been found in the fluid of blisters artificially 
induced on the skin of patients with D.L.E. and in blood 
taken from a finger after constriction. The present 
communication from the Edward J. Meyer Memorial 
Hospital, Buffalo, New York, describes 2 cases. In the 
first case a woman with a confirmed diagnosis of D.L.E. 
had some cutaneous lesions at the elbow, one of which, 
on biopsy, showed many typical L.E. cells extravascu- 
larly, as well as haematoxylin bodies. The second case, 
of apparently uncertain diagnosis, showed, in a biopsy 
of clinically normal skin, some basophil bodies 10 to 33 yu 
in diameter. No other specific lesions were described 
in the biopsy specimen. The known factors required 
for the formation of L.E. cells are briefly discussed. 

G. Loewi 
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18. A Slide Test for the Diagnosis of Glandular Fever 
V.A.Lovric. Lancet [Lancet] 1, 142-143, Jan. 21, 1961. 
12 refs. 


It has been shown that papain will inactivate receptors 
for the antibodies present in the serum of patients with 
glandular fever which agglutinate sheep erythrocytes. 
In this paper from the Royal Alexander Hospital for 
Children, Sydney, the author describes a simple slide test 
for the diagnosis of glandular fever in which normal and 
papain-treated sheep erythrocytes are used. The tech- 
nique is as follows; two drops of a 20°% suspension of 
washed sheep erythrocytes are placed on a slide, and to 
one of these is added a drop of 1:200 dilution of papain 
and to the other a drop of physiological saline. After 
3 minutes one drop of serum from the patient is added 
to each. The time taken to produce macroscopic 
agglutination is then noted. 

When there is evidence on clinical, haematological, 
and serological grounds that the patient is suffering from 
glandular fever the serum agglutinates erythrocytes 
treated with papain about 15 seconds later than it agglu- 
tinates normal untreated erythrocytes from such patients. 
With serum from healthy subjects or patients with diseases 
other than glandular fever the reverse takes place, 
agglutination of papain-treated erythrocytes occurring 
earlier than that of untreated cells. 

There was complete agreement between the results of 
the new test and those of the standard absorption test, 
so that the former can be used as a screening procedure. 

R. Hare 


19. A Method for the Serological Diagnosis of 
Tularaemia. (Zur Methodik der serologischen Tular- 
amie-Diagnostik) 

H. FLamMmM and G. WIEDERMANN. Zentralblatt fiir 
Bakteriologie, Parasitenkunde, Infektionskrankheiten und 
Hygiene. 1. Abt. (Zbl. Bakt., 1. Abt. Orig.] 180, 254-263, 
1960. 2 refs. 


During an epidemic outbreak of tularaemia which 
affected more than 500 out of about 700 workers in a 
sugar factory in Lower Austria the agglutination test 
frequently gave negative results although the illness 
lasted for an average of 22 (maximum 37) days. It was 
concluded that these negative results were due to the 
presence of blocking antibodies and it was found that 
by using an excess of antigen in the reaction the inhibiting 
substances could be bound and agglutination took 
place. 

The authors of this paper from the Institute of Hygiene 
of the University of Vienna discuss the advantages of 
Henninger’s rapid microscopical test for tularaemia (Zb/. 
Bakt., I. Abt. Orig., 1937, 140, 105) and recommend some 
new methods, such as the conglutination test, the tular- 
aemia Coombs test, and the tularaemia consumption 
tests. They further state that latex particles of a certain 


Microbiology and Parasitology 


size added to a suspension of Pasteurella tularensis gave 
a flocculation reaction with serum containing specific 
antibodies. Franz Heimann 


20. Studies with the Immobilization Reaction in the 
Genus Entamoeba 
V. ZAMAN. Annals of Tropical Medicine and Para- 
sitology [Ann. trop. Med. Parasit.] 54, 381-391, Dec., 
1960. 10 figs., 28 refs. 


In this study, carried out at the University of Edin- 
burgh to test the stability of the surface antigens of 
various species of Entamoeba, use was made of the 
immobilization reaction described by Cole and Ker 
(Proc. Soc. exp. Biol. (N.Y.), 1953, 83, 811; Abstr. Wid 
Med., 1954, 15, 287). Antisera were prepared by the 
intravenous injection of washed suspensions of amoebae 
into rabbits. The sera were inactivated by heating at 
56 C. for 20 minutes, otherwise non-specific results were 
obtained. A suspension of amoebae was mixed with 
each dilution of antiserum, and samples were placed 
every 15 minutes in a counting chamber under the 
microscope. The lowest concentration of antiserum 
which produced immobilization of 100°% of the first 100 
cells examined was taken as the immobilization titre of 
that antiserum. The extent of cross-reaction was tested 
by determining the percentage of cells immobilized by 
heterologous sera at their own immobilization titres. 
All tests were performed at room temperature except 
those for E. histolytica and E. coli, which were carried out 
at 37°C. 

Antisera for E. moshkovskii and E. ranarum (Type 2) 
had no immobilizing effect on E. histolytica or E. 
invadens (Type 1) and conversely. There was a slight 
cross-reaction between E. invadens and E. histolytica and 
a strong cross-reaction between E. ranarum and E. 
moshkovskii. E. coli was not sufficiently active to be 
suitable for these tests, but E. co/i antiserum immobilized 
some of the cells of E. histolytica. There were also differ- 
ences of reaction between different strains of E. histolytica 
and the corresponding antisera, considerable strain- 
specificity being present. Strains of E. invadens grown 
at different temperatures did not show any alteration in 
their immunological nature, and strains of E. histolytica 
passed through rats showed no antigenic change. How- 
ever, a strain of E. invadens which was grown in a 1:20 
concentration of antiserum became antigenically different 
[serum-resistant] from the original strain, but reverted to 
its original immunological type if grown for a week in 
normal culture, The highest immunological titre in this 
work was about 1:30. It is suggested on the basis of 
this and previously reported studies, including that of 
Chalaya (Med. Parazit. (Mosk.), 1947, 16, 66; Abstr. 
Wld Med., 1948, 4, 110), that it is possible that E. 
ranarum and E. moshkovskii are identical. 

F. Hawking 
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Pharmacology and Therapeutics 


21. Technic of Controlled Drug Assay. II. Comparison 
of Chlorothiazide, Hydrochlorothiazide and a Placebo in 
the Hypertensive Patient 

§. E. RoseNBLOoM, R. P. SHAPERA, R. S. GOLDBLOoM, J. 
Pincus, and A. P. SHapiro. New England Journal of 
Medicine [New Engl. J. Med.] 264, 164-167, Jan. 26, 
1961. 12 refs. 


A double-blind clinical trial of the action on blood 
pressure of chlorothiazide, hydrochlorothiazide, and a 
placebo in 51 patients with a diastolic blood pressure of 
at least 95 mm. Hg is described in this paper from the 
Montefiore Hospital, Pittsburgh, and the University of 
Pittsburgh School of Medicine. Patients in the malig- 
nant phase of hypertension or with hypertensive compli- 
cations requiring preferential treatment were excluded 
from the trial. 

All medication except digitalis was discontinued for 
at least two weeks before the study began. No special 
instructions were given about diet. Each patient was 
allocated at random to one of three treatment groups and 
given a “* study number ”’, this number being recorded by 
the pharmacist who supplied tablets by a method of 
random distribution which ensured that an equal number 
of patients received each medication. Chlorothiazide 
was given in a 500-mg. tablet and hydrochlorothiazide in 
a 50-mg. tablet, these tablets and the placebo being iden- 
tical in size, appearance, and taste. Each patient received 
one drug during the trial period of 3 months. The pa- 
tients were examined at fortnightly intervals by any one 
of 4 doctors and the average of five blood-pressure 
readings with the patient sitting was recorded as a single 
value at each examination. The pulse rate, body weight, 
and any untoward effects of the drugs were recorded. 

Evaluation of the pre-treatment parameters in the 
three groups by means of analysis of variance and chi- 
square techniques revealed no significant differences 
between them in respect of age, sex, and weight of the 
patients, duration of hypertension, systolic and diastolic 
blood pressure, retinal changes, heart size, serum electro- 
lyte value, and digitalis requirements. The changes in 
blood pressure were calculated for each patient by sub- 
tracting the reading at each examination from that 
recorded before treatment, totalling the differences, and 
dividing by the number of examinations; changes in 
pulse rate were similarly determined. Changes in weight 
were recorded as the difference between the initial and 
the final weight of each patient. 

Of the 16 patients receiving the placebo (one was 
excluded because of the presence of cataract), 4 showed a 
fall in systolic blood pressure and 3 a fall in diastolic 
blood pressure; on the average there was no significant 
fall. Of 17 receiving chlorothiazide, a fall in the readings 
for both systolic (average 22 mm. Hg) and diastolic 
(average 10 mm. Hg) was observed in 13. In the hydro- 
chlorothiazide group there was a fall in blood pressure 


(average 28 mm. Hg systolic and 14 mm. Hg diastolic) in 
16. The changes in blood pressure in the last two groups 
were significantly different from those in the placebo 
group (P=0-001), but were not different from each other. 
Analysis of the other parameters, including side-effects, 
revealed no significant differences between the two treated 
groups. T. J. Thomson 


22. The Mechanism of Cardiovascular Action of Nitro- 
glycerine: an Example of Integrated Response during the 
Unsteady State 

C. R. Honic, S. M. TENNEY, and P. V.GABEL. American 
Journal of Medicine [Amer. J. Med.] 29, 910-923, Dec., 
1960. 8 figs., bibliography. 


The experimental work on the cardiovascular action 
of nitroglycerin, here described from the University of 
Rochester, New York, was carried out mostly on dogs 
under pentobarbitone or chloral anaesthesia. After the 
insertion of apparatus for the measurement of blood 
pressure and blood flow in the aorta and pressure in the 
left atrium the thorax was closed and the dogs allowed 
to breathe spontaneously. In 7 cases a hydrometric 
pendulum meter was used and in 3 a square-wave electro- 
magnetic flow meter; in 5 dogs the oxygen tension of the 
left ventricular myocardium was measured. The gly- 
ceryl trinitrate was given intravenously in order to simu- 
late the sublingual administration in man. Correlative 
observations were made on 7 healthy human subjects by 
means of an ultra-low-frequency acceleration ballisto- 
cardiograph and a high-frequency vertical instrument. 
(Full references but no details are given for the human 
estimations.) In addition, in a further 8 human subjects 
changes in the distribution of blood were made with an 
isometric recording “* teeterboard”’; in this method the 
subject lies critically balanced, displacement of hiscentre 
of gravity being taken as a measure of change in blood 
volume distribution. 

In the dogs as aortic pressure fell cardiac output in- 
creased by from 10 to 55% for one-half to 34 minutes. 
It then fell by 10 to 25°% below the control value as the 
diastolic pressure increased to its former value. While 
under the action of glyceryl trinitrate the work carried 
out by the left ventricle increased by up to 25%, but 
despite this the myocardial oxygen tension increased 
also. When, however, venous return was artificially 
impeded myocardial oxygen tension and the work carried 
out by the heart were reduced. Indirect evidence is pre- 
sented which suggests that the same events occur in 
patients with coronary arterial disease. The authors 
conclude that nitroglycerin relieves ischaemia by en- 
hancing the delivery of oxygen to the myocardium rather 
than by altering the cardiac load. Biochemical and 
mechanical aspects of the problem are discussed. 

[This is a careful and significant paper.] 

W. H. Horner Andrews 
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8 PHARMACOLOGY AND THERAPEUTICS 


23. Methaqualone as a Hypnotic 

T. W. Parsons and T. J. THomson. British Medical 
Journal (Brit. med. J.) 1, 171-173, Jan. 21, 1961. 3 figs., 
3 refs. 


The authors describe clinical trials carried out at 
Stobhill General Hospital, Glasgow, designed to assess 
the relative merits of a standard dose of cyclobarbitone 
and one of the synthetic non-barbiturate hypnotics, 
methaqualone (2-methyl-3-o-tolyl-4-quinazolone hydro- 
chloride), the method of sequential analysis being em- 
ployed. The subjects were 79 women and 21 men, aged 
from 32 to 74 years, who all required hypnotic drugs. 
Three clinical trials were carried out, the first comparing 
150 mg. of methaqualone and a placebo, the second 
150 mg. of methaqualone and 200 mg. of cyclobarbitone, 
and the third 300 mg. of methaqualone and 200 mg. of 
cyclobarbitone. The order of administration of the 
tablets in each trial was decided by chance and if Tablet 
A was given on the first night, Tablet B was prescribed 
on the second and vice versa. The tablets were swal- 
lowed with a small draught of water 3 hours after the 
evening meal, the patient being informed that a “* sleeping 
tablet’ was being given. On the morning after the 
second night each patient was asked on which of the 
two nights he had had the better sleep. If a preference 
was stated a cross was plotted on the sequential analysis 
chart, each trial being terminated when the line of crosses 
reached any boundary of the chart. 

The first trial (for the completion of which 28 patients 
were required) showed that 150 mg. of methaqualone 
was superior to the inert placebo, the second (43 patients) 
that there was no important difference between 200 mg. 
of cyclobarbitone and 150 mg. of methaqualone, and the 
third (20 patients) that 300 mg. of methaqualone was 
superior to 200 mg. of cyclobarbitone. It is emphasized 
that these results were based entirely on the patients’ 
subjective opinions. T. J. Thomson 


24. Use of a New Compound, UML-491 (1-Methyl- 
D-lysergic Acid Butanolamide), in the Prevention of 
Various Types of Headache 

J. R. GRAHAM. New England Journal of Medicine [New 
Engl. J. Med.) 263, 1273-1277, Dec. 22, 1960. 6 figs., 
6 refs. 


The efficacy of 1-methyl-p-lysergic acid butanolamide 
(UML-491) in the prevention of various types of head- 
ache was studied in 113 patients at the Faulkner Hospital, 
Boston. One group of patients received UML-491 but 
no placebo; two groups received UML-491 with a place- 
bo and were studied respectively by a single-blind and a 
double-blind technique. The drug was beneficial in 
preventing vascular headache of “ atypical” or “* ordin- 
ary’ migraine, Horton’s syndrome, and migraine with 
hypertension. The beneficial effects were observed with- 
in a day or two and disappeared with equal swiftness upon 
cessation of treatment. Indigestion, nausea, or abdomi- 
nal pain occurred in 23 patients and necessitated with- 
drawal of the drug in some. Nervousness, insomnia, 
sleepiness, flushes, dreamy states, and oedema of the 
feet were other side-effects. The author states that the 
occurrence of angina (3 cases) and intermittent claudica- 


tion (one case) suggests that UML-491 should be given 
with caution to patients known to have vascular disease: 
he nevertheless considers that the results justify a long. 
term trial of the drug. I. Ansell 


25. A Comparative Study of Prothrombinopenic Anti- 
coagulant Drugs: Bishydroxycoumarin, Diphenadione, 
Anisindione, and Acenocoumarol 

R. SmitH, T. Ropman, and B. H. Pastor. Journal of 
the American Medical Association [J. Amer. med. Ass.] 
174, 1917-1920, Dec. 10, 1960. 8 refs. 


At the Veterans Administration Hospital, Philadelphia, 
230 patients requiring anticoagulant therapy were given 
one of the following four drugs, dicoumarol, diphena- 
dione, anisindione, and acenocoumarol (nicoumalone), 
the object being to determine whether any one drug 
offered significant practical advantages over the others. 
The control of treatment was in the hands of five different 
physicians, who adjusted the dosage of each drug accord- 
ing to the usual criteria. The Quick one-stage method, 
with “simplastin”, was used for estimation of the 
prothrombin time, and the therapeutic range was 
considered to be within 10 and 30°% of normal pro- 
thrombin activity. For purposes of comparison the 
following values were determined in respect of each drug: 
(1) the proportion of patients in the therapeutic range 
40 hours after starting treatment; (2) the percentage of 
the total treatment days during which patients remained 
within the therapeutic range; (3) the percentage of the 
total treatment time that each patient remained in the 
therapeutic range; (4) the stability of maintenance 
dosage, defined as the proportion of treatment days in 
which the daily dose of anticoagulant was “* within 30°, 
above or below the daily average dose for that patient ”; 
(5) the uniformity of dosage requirements from patient 
to patient, defined as the ** deviation of each patient's 
average maintenance dose of a drug from that of the 
group”; (6) the proportion of patients whose pro- 
thrombin level returned to normal (above 50°, pro- 
thrombin activity) 88 hours after stopping treatment; 
(7) the need for vitamin-K treatment; and (8) the inci- 
dence of haemorrhagic complications. 

The only important difference observed was that the 
number of patients attaining the therapeutic range 
within 40 hours was lowest in the group receiving dicou- 
marol; otherwise there was little to choose between the 
drugs, and with all of them patients were kept in the 
therapeutic range approximately 85°, of the time. 
Smooth induction of anticoagulant therapy was aided 
by giving large initial doses, which proved quite safe. 
There were 5 major and 24 minor episodes of 
haemorrhage in the series. The authors state that the 
occurrence of haemorrhage correlated poorly with the 
prothrombin level and that haemorrhage was seldom 
seen before the tenth day of treatment. They conclude 
that none of these agents has advantages which recom- 
ment it in preference to the others and that the longer 
induction time with dicoumarol does not constitute a 
sufficient disadvantage to justify abandonment of this 
drug by clinicians experienced in its use. 

Bernard Isaacs 
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26. Clinical and Bacteriological Evaluation of Furalta- 
done (Altafur) 

J. I. Burn and S. J. COLEMAN. Antibiotic Medicine and 
Clinical Therapy (Antibiot. Med.] 8, 37-44, Jan. [received 
March], 1961. 4 refs. 


Furaltadone was given to 40 patients at Hammersmith 
Hospital, London, in the treatment of wound infection 
or respiratory- or urinary-tract infection following 
operation. It was given in a dosage of 250 mg. 4 times 
a day with meals or in a glass of milk. Bacteriological 
studies and sensitivity tests against furaltadone and other 
chemotherapeutic agents were carried out. The blood 
level of furaltadone in 9 patients 5 hours after an initial 
dose of 500 mg. averaged 3-1 yg. per ml. Infections 
due to Staphylococcus pyogenes, Escherichia coli, Strepto- 
coccus faecalis, Diplococcus pneumoniae, and Haemo- 
philus influenzae responded to this drug, but not infec- 
tions which were due to Pseudomonas pyocyanea or 
Proteus. 

With the exception of gastro-intestinal disturbances 
there were no toxic manifestations. I. Ansell 


27. Clinical and Laboratory Experiences with a New 
Synthetic Penicillin—2:6-Dimethoxypheny] Penicillin 

A. BRANCH, K. C. RopGer, R. W. Lee, and E. E. 
Power. Canadian Medical Association Journal (Canad. 
med. Ass. J.| 83, 991-996, Nov. 5, 1960. 1 fig., 31 refs. 


The results of laboratory studies of methicillin and of 
administration of the drug in staphylococcal infections 
are described in this paper from Lancaster Hospital, 
Lancaster, New Brunswick, Canada. A total of 35 
strains of coagulase-positive staphylococci isolated from 
patients were tested for their sensitivity to benzylpeni- 
cillin, phenethicillin, and methicillin by the tube dilution 
method. 

All strains were sensitive to methicillin in a concentra- 
tion of 0-39 to 3-12 yg. per ml., the majority being sen- 
sitive to 1:56 zg. per ml. The degree of sensitivity of 
the strains most sensitive to benzylpenicillin was less 
than that to methicillin and this sensitivity was not 
changed by the size of the inoculum, whereas with 
benzylpenicillin a large inoculum caused an increased 
degree of resistance to all penicillinase-producing organ- 
isms. Phenethicillin occupied an intermediate position, 
only the heavy penicillinase producers being affected by 
the size of the inoculum. Phage-typing of 10 strains of 
staphylococci from 12 patients showed that they be- 
longed to phage Groups 1, 2, and 3 and included Strains 
80, 81, and 82. When the organisms were tested by the 
tube dilution method for sensitivity to benzylpenicillin 
and methicillin it was found that the strains were uni- 
formly sensitive to 0-78 to 1-56 yg. of methicillin. 

Methicillin was given to 12 patients infected with 
coagulase-positive staphylococci (9 strains resistant and 3 
Sensitive to benzylpenicillin). The criteria for assess- 


Chemotherapy 


ing the response to the drug were a fall in temperature 
or a fall in the erythrocyte sedimentation rate, a change in 
the leucocyte count and differential shift, a change in the 
character of the sputum or exudate, negative findings on 
bacteriological culture, and radiological and clinical 
improvement. The drug was given in a dosage of 0-5 to 
1 g. every 4 to 6 hours for 7 days, by intramuscular injec- 
tion in 11 cases and intravenous injection in one case. 
Blood samples for drug assay were taken at the time the 
first dose was given and again after 1, 2, and 4 hours. 
On the third day of treatment a 24-hour sample of 
urine was collected for assay; renal toxicity was assessed 
biochemically. 

Of the 12 patients, 10 recovered completely after treat- 
ment with methicillin, including 4 suffering from 
staphylococcal pneumonia (one of whom had had a 
previous course of antibiotic therapy and one who was 
sensitive to penicillin 2 years previously but showed no 
reaction to methicillin), 4 patients with boils, one with 
wound infection, and one with penile discharge. There 
was only temporary improvement in one patient who 
had had extensive treatment with various antibiotics for 
staphylococcal osteomyelitis, and in one elderly patient 
with dermatitis herpetiformis and boils there was a 
relapse 6 days after the drug was discontinued. 

Determination of blood levels of penicillin [form of 
penicillin not stated] in 6 cases showed that with a 
dosage of 0-5 g. every 4 hours a peak blood level of 10 to 
12 yg. per ml. was reached in one hour and ‘therapeutic 
levels were still in evidence at 3 hours. Intravenous 
injection was followed by higher initial blood levels than 
intramuscular injection, but the initial blood level was 
better sustained when the drug was given intramuscu- 
larly. Assay of the urine indicated that the greater part - 
of the drug was excreted rather rapidly through the 
kidneys. Anne Tothill 


28. Blood-level Estimations after a Single Dose of 
Phenoxymethylpenicillin and its Potassium Salts in Infants 
and Older Children. (Ovétovani hladin penicilinu v krvi 
u kojenci, batolat a vétSich déti po jednorazovém podani 
fenoxymetylpenicilinu a jeho draseliné soli) 

J. Pospisit, B. JitkovA, J. ZELENKA, and M. JETEL. 
Ceskoslovenska Pediatrie [Csl. Pediat.] 16, 122-127, Feb., 
1961. 4 figs., 23 refs. 


This work was carried out on behalf of the Czecho- 
slovak Experimental Institute for Antibiotics to investi- 
gate the blood levels attained in children after the oral 
administration of phenoxymethylpenicillin (penicillin V) 
of Czech manufacture. The authors state that no previ- 
ous work of this nature has been undertaken to determine 
the optimum dosage of this antibiotic in children, and 
they consider that the dosage usually recommended is 
in some cases rather higher than necessary to achieve 
satisfactory clinical results. Workers at the Experi- 
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10 CHEMOTHERAPY 


mental Institute for Antibiotics found that the blood 
levels attained in adults did not differ whether phenoxy- 
methylpenicillin itself or its potassium salt was used, 
On the other hand it has been reported from the U.S.A. 
that when the potassium salt is given the blood level 
reached is 50 to 100°, higher than when phenoxymethyl- 
penicillin is given. It is also stated that even higher 
blood levels can be obtained if ascorbic acid is given 
simultaneously. 

Blood levels were estimated by a modification of the 
Hildick Felloy Smith micro-method, blood samples 
being taken in one group 1, 3, 5, and 7 hours after ad- 
ministration of the dose and in a second group after 1, 
2, 4, 6, and 8 hours. A total of 50 series of blood-level 
estimations were carried out on 30 babies and 20 older 
children, the dose of both phenoxymethylpenicillin and 
its potassium salt being 100,000 units for infants and 
200,000 units for older children. The authors show the 
results of their investigations in 4 tables and draw the 
following conclusions. (1) The maximum blood level of 
penicillin in babies and children was reached 3 hours 
after the ingestion of 100,000 units and one hour after 
the ingestion of 200,000 units of phenoxymethylpenicillin. 
(2) The blood concentration reached in all groups was 
higher than the levels previously mentioned in the 
literature. (3) In all 50 cases the penicillin in the blood 
was still at an active level 6 hours after administration, 
while in the 30 infants observed active levels were main- 
tained for as long as 7 hours. (4) Comparison of the 
two preparations showed that the potassium salt pro- 
duced somewhat higher levels after 6 hours than the free 
acid. (5) The higher blood levels of penicillin noted in 
these children may have been partly due to the simul- 
taneous administration of ascorbic acid. (6) Potassium 
phenoxymethylpenicillin is to be preferred to other pre- 
parations of penicillin, including those given by injection, 
since effective blood levels are reached in a shorter time 
and are maintained for longer periods after its adminis- 
tration, Paul Frankl 


29. Penicillin: Oral or Intramuscular? 

G. A. Cronk and W. B. Wurattey. American Journal 
of the Medical Sciences |Amer. J. med. Sci.| 240, 722-725, 
Dec., 1960. 1 fig., 9 refs. 


Two crossover experiments and one Latin Square 
experiment were performed to examine the penicillin 
serum concentrations obtained following the oral ad- 
ministration (fasting) of 250 mg. of potassium phenethi- 
cillin, the intramuscular injection of 250 mg. of potassium 
penicillin G, and the intramuscular injection of 250 mg. 
of potassium phenethicillin. 

The average penicillin serum concentrations obtained 
were essentially the same for all 3 formulations. The 
areas under the linear curves portraying these levels were 
statistically the same, confirming the similarity of total 
absorption among the 3 formulations. On the basis of 
3 separate experiments, it appears that the same penicillin 
serum concentrations can be obtained with 250 mg. of 
potassium phenethicillin administered orally (fasting) as 
with 250 mg. of potassium penicillin G administered 
intramuscularly.—[Authors’ summary.] 


30. Malabsorptive Effects of Neomycin in Commonly 
Used Doses 

E. D. Jacosson and W. W. Fatoon. Journal of the 
American Medical Association |J. Amer. med. Ass.| 115, 
187-190, Jan. 21, 1961. 4 figs., 9 refs. 


The authors, at New York State University, have 
studied the effect of oral doses of neomycin sulphate 
(4 to 6 g. daily for 6 to 8 days) on intestinal absorption, 
as indicated by plasma carotene changes, urinary p- 
xylose excretion, and faecal fat excretion, in 10 patients 
under treatment for various conditions including arterio- 
sclerosis and Laénnec’s cirrhosis. In 6 out of 8 patients, 
despite supplementary oral dosage with 10,000 units of 
B-carotene daily, the plasma carotene concentration fell 
after administration of neomycin; the other 2 subjects 
showed a delayed fall shortly after neomycin was with- 
drawn. In one patient given 20,000 units of B-carotene 
daily the plasma carotene level remained stable during 
neomycin administration. In one patient receiving no 
carotene supplement the plasma carotene level fell 
simultaneously with the increase in fat excretion during 
the period of neomycin administration. In 3 out of 4 
patients examined neomycin induced a fall in urinary 
p-xylose excretion. The effects of 4- and 6-g. doses of 
neomycin were qualitatively similar to, but less marked 
than, those that have been observed with doses of 
12 g. 

The results showed that reversible intestinal malab- 
sorption is produced by doses that are used clini- 
cally to suppress faecal flora. J. E. Page 


31. Nitrogen Mustard and the Steroid Hormones in the 
Treatment of Inoperable Bronchogenic Carcinoma 

J. Worr, P. Spear, R. Yesner, and M.E.PatNo. Ameri- 
can Journal of Medicine |Amer. J. Med.| 29, 1008-1016, 
Dec., 1960. 2 figs., 44 refs. 


This paper describes a cooperative study of the effects 
of chemotherapy on cancer of the lung undertaken at 
various Veterans Administration Hospitals in the U.S.A. 
As more than half the patients with inoperable lung 
cancer die within 3 months it was considered that pro- 
longation of life should be a satisfactory method of assess- 
ing drug effectiveness. Five drugs were used: nitrogen 
mustard, diethyl stilboestrol, testosterone propionate, 
progesterone, and cortisone. The 496 patients with 
bronchogenic carcinoma included in the trial were divided 
into groups and treated for 3 months with one of these 
drugs or an inert compound (lactose). At the end of 
this period 63°% of those treated with nitrogen mustard 
were alive compared with 51°%, of those given the inert 
compound and 37% of those receiving cortisone. A 
second course of nitrogen mustard failed to exert any 
further effect on survival. The mortality among patients 
given cortisone was highest in the second month; the 
cause of this accelerated death rate with cortisone cannot 
be explained. The median survival time in patients 
treated with nitrogen mustard was 121 days compared 
with 56 days for the control group, the results with the 
other drugs being intermediate. The therapeutic impli- 
cations drawn from this study are all on the negative 
side. I. G. Williams 
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Infectious Diseases 


32. The Ataxic Form of Poliomyelitis. (La forme 
ataxique de la maladie de Heine~Medin) 

M. Artuuis, G. Lyon, and S. Revue neuro- 
logique (Rev. neurol.| 103, 329-340, Oct., 1960 [received 


Feb., 1961]. 38 refs. 


The authors describe, wiih brief case histories, a rare 
variety of poliomyelitis which has occurred in their experi- 
ence in only 6 out of some 1,500 cases personally observed. 
The patients were all children, aged from 2 to 13 years, 
and the predominating features of the disease were 
ataxia to a degree that prevented the child walking, 
clonic movements, and in some cases choreiform move- 
ments. On the basis of these and other reported cases 
they state that in this rare form of the disease there is 
rarely any paralysis, and complete recovery after 4 weeks 
or so is the rule. One feature is tremor of the eyes that 
may last 2 to 3 weeks. The virus of poliomyelitis, 
usually Type 1, was isolated from all 6 cases. They 
conclude that this is clearly a type of polio-encephalitis 
in which the cerebellum is severely affected. The first 
recorded case of this type was that reported by Medin in 
1898. G. S. Crockett 


33. An Etiologic Study of Clinical Paralytic Polio- 
myelitis 

R. L. MaGorrin, E. H. Lennetre, A. C. Jr., 
and N. J. Scumipt. Journal of the American Medical 
Association [J. Amer. med. Ass.\ 175, 269-278, Jan. 28, 
1961. 1 fig., 14 refs. 


Recently evidence implicating non-polioviruses as 
causal agents of illnesses resembling paralytic polio- 
myelitis has been reported. In this paper the authors 
present the results of laboratory and clinical observa- 
tions on 358 cases diagnosed clinically as paralytic polio- 
myelitis. They included 77°% of the known 259 cases 
in which the patient had received one or more doses of 
Salk vaccine and 7°% of the 2,178 non-vaccinated cases 
reported in California in the period 1955-7. 

Polioviruses were isolated or good evidence of polio- 
virus infection alone was found in 206, doubtful evidence 
in 59, no evidence of polio or other viruses in 44, and 
evidence of non-poliovirus infection in 49. Of these 
last 49 cases, 8 showed evidence of an associated polio- 
virus infection. The agents implicated in these illnesses 
were Coxsackie viruses Bz (3 cases), B; (4 cases), and Bs 
(6 cases), E.C.H.O. virus Type 6 (1 case), unidentified 
E.C.H.O. viruses (11 cases), mumps virus (12 cases), 
herpes simplex virus (3 cases), and St. Louis encephalitis 
virus (1 case). 

Laboratory evidence of poliovirus infection correlated 
directly with the degree of paralysis, being found in 85°%, 
of the patients with severe spinal paralytic disease, but 
in only 21°% of those with minimal weakness. Con- 
versely, evidence of non-poliovirus infection was elicited 
in one-third of the cases with minimal weakness, in less 


than 10°%, with moderate paralysis, and not at all in the 
severely paralysed. In each category of paralysis non- 
poliovirus infections were more frequent and confirmed 
poliovirus infections less frequent among’ vaccinated 
than non-vaccinated patients. The same general rela- 
tionship between the laboratory confirmation of polio- 
myelitis, severity of paralysis, and vaccination status was 
observed when the findings were examined with respect 
to age and different areas of the State. The findings 
suggest that non-polioviruses may account for an increas- 


ing proportion of paralytic illnesses as clinically signifi- 
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cant disease due to polioviruses is suppressed by im- 
munization, but an increase in actual incidence of such 
paralytic illnesses was not established. A. Ackroyd 


34. Epidemiological Clinical, and Prophylactic Prob- 
lems of Typhoid and Paratyphoid Fevers in a Vaccinated 
Population (with Reference to 1,078 Cases). (Considéra- 
tions épidémiologiques, cliniques et prophylactiques sur 
les fiévres typho-paratyphoides en milieu vacciné (a 
propos de 1,078 cas)) 

J. G. BerNarp, D. Bonnet, G. Cacvet, and C. LAver- 
DANT. Bulletins et mémoires de la Société médicale des 
hépitaux de Paris [Bull. Soc. méd. Paris\ 76, 1185— 
1201, Nov. 18, 1960 [received Jan., 1961]. 13 refs. 


Among the French troops serving in Algeria there was 
a sharp rise in the incidence of typhoid and paratyphoid- 
A fevers in the years 1956-9, a total of 1,078 cases being 
reported in this inoculated population. This disappoint- 
ing result is believed to be the result of massive and 
repeated infection arising from much closer contact 
between the French troops and the native population 
than was usual before the Algerian war. These contacts, 
moreover, have been occurring for the most part outside 
the larger towns, where hygiene is very poor, infection is 
rife, and natural immunity among the natives is at a 
high level. 

According to regulations French army personnel in the 
first 3 months of service receive 3 injections of T.A.B. 
vaccine combined with diphtheria and tetanus toxoids, 
and a boosting dose is given between the 12th and 14th 
months of service. Nevertheless, about one-third of the 
1,078 patients were found to be either unvaccinated or 
insufficiently vaccinated at the time when they contracted 
the disease; a survey of the whole force on the other 
hand showed that less than 10°% were unvaccinated or 
insufficiently vaccinated. As usual the infection had 
unerringly picked out the individuals with inadequate 
protection, and this fact is considered to be strong evi- 
dence in favour of prophylactic vaccination. Indeed it 
is considered likely that without the inoculations there 
would have been a catastrophic epidemic of typhoid 
among the French troops in Algeria in recent years. 
The authors insist that the only way to raise immunity 
adequately in a population with a high standard of 
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living (and therefore little natural immunity) is to vac- 
cinate early and often. They suggest that T.A.B. vac- 
cine should be given at school age along with the diph- 
theria—tetanus toxoids (obligatory in France); the pro- 
tection thus obtained would be greatly reinforced by the 
additional vaccination given in young adult life during 
military service. H. Stanley Banks 


35. Prophylaxis of Staphylococcal Disease in Mater- 
nity Homes by Immunization of Pregnant Women with 
Staphylococcal Toxoid. (Onsit npodunaktuku cradu- 
NOKOKKOBBIX 3a60NeBAHHH B POMMbHbIX MOMAX NyYTeEM 
SepeMeHHbIX 
BbIM A@HATOKCHHOM) 

B. V. VoSKRESENKU, A. I. Dmitrieva, and Z. I. LEDEBEVA. 
Muxpoduoaoeuu, Dnudemuonozeuu u Ammy- 
HoOuonoeuu [Z. Mikrobiol. (Mosk.)] 32, 33-39, Jan., 
1961. Bibliography. 


A number of outbreaks of staphylococcal infections 
have occurred at No. 16 Maternity Hospital, Moscow, 
since 1956 and on two separate occasions closure of the 
hospital was necessary on this account. When in 1958 
the number of cases of mastitis began to rise again to 
give an incidence of about 8-5°% an attempt was made 
to control the spread of staphylococcal infection by 
immunization of the expectant mothers with staphylo- 
coccal toxoid. It was established that at that time 74 
(35-7°%%) of the 207 members of the staff were carriers of 
pathogenic staphylococci in the nose or throat, 7 of these 
being physicians, 29 midwives, and 38 junior staff, and 
that between 56-0 and 90-3°% of the strains isolated from 
these carriers were resistant to penicillin, streptomycin, 
chloramphenicol, and/or chlortetracycline. Phage Types 
77, 79, and 80 constituted 25-5°% of the staphylococcal 
strains isolated from these subjects. The carrier rate 
among 535 pregnant women entering the hospital was 
36-6°%, just over half of them (50-5°%) harbouring strains 
resistant to penicillin, 10-79% to streptomycin, 38°% to 
chloramphenicol, and 61-9°%% to chlortetracycline; over 
98%, of the strains isolated from these patients belonged 
to phage Groups II and III and only 1-9°% to Group 
I (Type 79). 

Immunization with staphylococcal toxoid was carried 
out in three ways: (1) Pregnant women attending out- 
patient clinics were immunized from the 32nd week of 
pregnancy onwards with plain staphylococcal toxoid 
administered subcutaneously in 3 doses of 0-5, 1-0, and 
1-0 ml. respectively at 20 and 10 days’ intervals, a 4th 
injection of 1-0 ml. being given 7 to 10 days before the 
expected delivery. (2) Patients entering the maternity 
hospital without having attended an out-patient clinic 
were given an injection of 1 ml. of the same preparation 
subcutaneously before delivery and 3 further injections 
of 1 ml. every other day after delivery. (3) Later, a 
third group of out-patients attending antenatal clinics at 
four centres in Moscow and surroundings and one in 
Leningrad were immunized with purified alum-precipi- 
tated staphylococcal toxoid, of which 0-5 ml. was given 
subcutaneously during the 32nd week of pregnancy and 
a second dose of 0-5 ml. 30 to 45 days later. In all, 
more than 6,000 pregnant women were immunized with 
the plain toxoid and 772 with two doses of the purified 


precipitated toxoid. Of 892 women in Group | immu. 
nized fully with the plain toxoid, 29% developed mastitis 
and of these cases only 0-11°% came to abscess formation, 
Of 4,312 women immunized with the plain toxoid immedj- 
ately before and after delivery (Group 2), 3-14°% developed 
mastitis, 0-37°% of cases going on to abscess formation, 
In non-immunized control patients mastitis occurred in 
4-88°%, with abscess formation in 0-81%. Pyodermia 
occurred in 0-67% of the newborn infants of the women 
immunized as out-patients, in 1-23°% of those of women 
immunized as in-patients, and in 2-56°% of those of the 
control patients. Of the expectant mothers immunized 
with the purified alum-precipitated preparation, only 
0-8% developed serous and non-purulent mastitis, 
whereas among 5,272 control patients mastitis occurred 
in 163 (3-8°%), with abscess formation in 15 cases. 

Determination of the blood levels of staphylococcal 
antitoxin in 448 of the immunized and 663 of non- 
immunized patients showed the following values: in the 
non-immunized 0-83 unit, in those immunized with plain 
toxoid as out-patients 4-7 units, and in those fully 
immunized with purified alum-precipitated toxoid 5-7 
units per 100 ml. In immunized patients only a few 
cases of mild local reaction at the site of injection were 
seen and no other side-effects were noted. From these 
results the authors conclude that immunization with 
staphylococcal toxoid during the second half of preg- 
nancy results in a significant decrease in the incidence of 
staphylococcal infections of the breast in the postnatal 
period. The best of the available preparations is puri- 
fied alum-precipitated toxoid given subcutaneously in 
two doses of 0-5 ml. at 30 to 45 days’ interval. 

K. Zinnemann 


36. Tuberculosis and Asthmatic Bronchitis in Sarcoidosis. 
Some Observations on 150 Cases of Besnier—Boeck—Schau- 
mann Disease 

H. Ten Have and N. G. M. Orie. Diseases of the 
Chest [Dis. Chest] 39, 42-49, Jan., 1961. 17 refs. 


The authors of this paper from the State University, 
Gronigen, Netherlands, report their observations in 150 
cases of sarcoidosis seen between 1951 and 1956 and 
selected for special study because of the severity of the 
symptoms. The distinguishing features included con- 
tact with tuberculosis in about one-third of the cases, a 
high incidence of complicating asthmatic bronchitis but 
a low incidence of infective bronchitis, and a favour- 
able response of the asthma to corticosteroid therapy. 

D. Geraint James 


37. Awareness of Family and Contact History of Tuber- 
culosis in Generalized Sarcoidosis 

V. Parsons. British Medical Journal (Brit. med. J.| 2, 
1756-1759, Dec. 17, 1960. 2 figs., 12 refs. 


Groups of patients with sarcoidosis, tuberculosis, and 
asthma or bronchitis were analysed for a history of con- 
tact with tuberculosis. This was secured in 16% of the 
patients with tuberculosis, 12°% of those with sarcoidosis 
(only two-thirds of whom had histological evidence of 
the disease), and 2°% of the group with asthma or 
bronchitis. D. Geraint James 
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38. Progress and Problems in the Chemotherapy of 
Ty6epKynesa) 

N. A. Smetev. J/]podsemu Tydepxyneza (Probl. 
Tuberk.) 38, 27-35, No. 8, 1960. 7 figs., 12 refs. 


In the recent tremendous advances in the chemotherapy 
of tuberculosis 3 types of drug have played the most 
important part; these are nicotinic acid derivatives, anti- 
biotics of the streptomycin group, and salts of para- 
aminosalicylic acid (PAS). Each of these has its own 
special characteristics. There are three nicotinic acid 
drugs in common use in the U.S.S.R.—* tubazid ” 
(isonicotinic acid hydrazide; isoniazid), ‘* phthivazid ” 
(vanillin isonicotinoyl hydrazone), and metazid”’ 
(N2: N2’-methylenebisisoniazid). Phthivazid is usually 
tried first, but if any resistance is observed tubazid is 
immediately substituted. Dihydrostreptomycin, a purer 
preparation than streptomycin, is being substituted 
experimentally for streptomycin, but unfortunately there 
are indications that it also affects the aural nerve, causing 
deafness. Cycloserine is a preparation which almost 
equals phthivazid and streptomycin in efficacy and rarely 
has side-effects when given in moderate doses. It should 
be kept in reserve for use in cases of resistance to phthi- 
vazid and streptomycin. If PAS is badly tolerated it 
should be replaced by ‘ etoksid ” (a synthetic prepara- 
tion) or by ethionamide (‘‘trecator’’). As the latter 
causes gastro-intestinal symptoms and loss of weight in 
some cases, however, its application is limited. 

Side-effects caused by phthivazid can sometimes be 
removed by large doses of pyridoxine, and the side- 
effects of streptomycin may be relieved by pantothenic 
acid or calcium pantothenate. If there is depletion of 
the serum amino-acids in patients suffering from tuber- 


‘ culosis their condition and speed of recovery can be 


improved by a transfusion of albumin hydrolysate or 
whole blood. H. W. Swann 

[This general review of the chemotherapy of tuberculo- 
sis shows that in this field Russian experience and prac- 
tice are roughly parallel with those of western countries 
and reveals no new line of approach.—Ep1Tor.] 


39. Treatment of Pulmonary Tuberculosis with 
“* Delta-butazolidin ’’. (Die Behandlung der Lungen- 
tuberkulose mit Delta-Butazolidin) 

U. BALDAMus and E. G. Ewert. Beitrdge zur Klinik der 
Tuberkulose spezifischen Tuberkulose-Forschung 
[Beitr. Klin. Tuberk.] 123, 1-20, 1960. 15 figs., 10 refs. 


Phenylbutazone butazolidin has been used with 
good results, on account of its anti-inflammatory action, 
in the treatment of active tuberculosis and tuberculous 
Pleural effusion. In a previous trial by the authors, in 
which 185 tuberculous patients received either predni- 
solone or phenylbutazone in addition to the usual 
chemotherapy, the results of treatment were found to be 


good in both groups, with a slight advantage in favour of 
prednisolone. 

In the further trial herein reported, carried out 
at the Heim Tuberculosis Hospital, Berlin—Buch, the 
authors used a combined preparation containing 50 mg. 
of phenylbutazone and 1-25 mg. of prednisolone in each 
tablet (“* delta-butazolidin ”’), the dosage being 5 or 6 
tablets a day for the first 2 to 4 weeks followed by 1 or 2 
tablets daily thereafter. Of 150 patients suffering from 
pulmonary tuberculosis who received delta-butazolidin 
for an average period of 4 months in addition to the 
usual treatment with streptomycin, isoniazid, and/or 
PAS, 58 were new cases, while the remaining 92 were 
suffering from exacerbations of old disease. Further 
analysis showed that 92 had exudative, cavitating, and 
mainly bilateral disease, 7 had recurrent severe haemop- 
tysis which failed to respond to other treatment, 33 
suffered from extension of the disease and complications 
following resection or thoracoplasty, 7 had primary 
tuberculous pleural effusions, and 11 had tuberculosis of 
a more sluggish character. 

At the end of the course of treatment it was considered 
that 103 patients had benefited from the addition of delta- 
butazolidin to the regimen, while no significant effect was 
noted in 47. Those who did best were the toxic pyrexial 
cases and patients with extensive exudative tuberculosis. 
Complications were extremely few, and in only 3 cases 
had delta-butazolidin to be withdrawn on account of 
peptic ulcer. 

[This paper fails to convince because of the lack of a 
control series and the absence of uniform criteria. 
Scrutiny of the authors’ Table II, which deals with 69 
patients suffering from reactivated tuberculosis, shows 
that the ‘“‘ good effect’ group, totalling 43 patients, 
included 5 cases initially resistant to isoniazid, while in 
the “‘ no effect ’” group (26 patients) there were 23 cases of 
isoniazid resistance. It seems more likely that initial 
resistance to isoniazid rather than lack of response to 
delta-butazolidin determined the different effects of 
treatment.] A. J. Karlish 


40. Experience with the Tuberculostatic Drug ‘“ Iri- 
dozin ’’ (Bayer 5312). (Erfahrungen mit dem Tuber- 
kulostatikum Iridozin (Bayer 5312)) 
P. HorMANN, L. NicKEL, and G. JUNGHANS. Tuberkulo- 
searzt [Tuberk.-Arzt] 15, 18-26, Jan., 1961. 11 refs. 


** Tridozin (ethionamide; 2-ethyl-isonicotinthioamide) 
is a potent tuberculostatic agent which is fully effec- 
tive against isoniazid-resistant strains of the tubercle 
bacillus and does not give rise to cross-resistance against 
isoniazid. Its therepeutic efficacy was reported by a 
group of German workers to be “* equal to, if not higher 
than, that of streptomycin”. (The drug was previously 
studied in 1958 in France by Rist and Brouet under the 
name of Th. 1314”’.) 
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In the present investigation, carried out at the Sana- 
torium of Kohlbriick in Passau, doses of 15 to 20 mg. 
per kg. body weight produced troublesome side-effects, 
especially gastro-intestinal disorders, in some 10 to 15% 
of the cases. Although these were sufficiently severe to 
preclude further administration of iridozin, they sub- 
sided completely after withdrawal of the drug and no 
serious or irreversible side-effects were observed. 
Finally, a dosage of 10 to 15 mg. per kg. body weight was 
adopted. At this dosage 50°, of the patients were able 
to take a 3-month course of iridozin without any signs 
of intolerance; in a further 35%, although there were 
gastro-intestinal disturbances, the patients managed to 
take the drug for 6 to 8 weeks. Marked improvement 
followed this treatment. Thus of 81 chronic patients 
previously treated for at least a year, in most of whom the 
bacilli were isoniazid-resistant, 43 achieved sputum con- 
version after 6 to 8 weeks’ treatment, and the conversion 
rate reached 80°%% in the group of previously untreated 
patients. In 42 of the 81 chronic cases there was definite 
radiological improvement, with disappearance or reduc- 
tion in size of cavities. However, in 32 of these patients 
considerable bacterial resistance developed within 2 
months. 

Iridozin was also tried in combination with PAS, 
streptomycin, and cycloserine; the combination with 
cycloserine was found to be particularly favourable. 
The authors point out that a combination with thio- 
semicarbazone should be avoided as, according to Rist, 
cross-resistance can be expected. 

[This optimistic report should be read in conjunction 
with that of Bickhardt and Tuczek (see Abstract 41).] 

A. J. Karlish 


41. Clinical Trial of the Tuberculostatic Drug ‘“* Iri- 
dozin ’’ (Bayer 5312). (Klinische Priifung des Tuber- 
kulostatikum ,, Iridozin (Bayer 5312)) 

R. BickHarpTt and H. Tuczex. Tuberkulosearzt [Tu- 
berk.-Arzt] 15, 27-32, Jan., 1961. 3 refs. 


From the Tuberculosis Hospital, Gauting, near 
Munich, the authors report a clinical trial of ** iridozin ” 
in the treatment of 22 patients with cavitating pulmonary 
tuberculosis, all of whom were isoniazid-resistant, during 
the period November, 1959, to April, 1960. The dosage 
of the drug was 3 or 4 tablets, each of 0-25 g., equivalent 
to 10 to 15 mg. per kg. body weight. 

Only 9 of the 22 patients were able to finish the planned 
course of 3 months and of these 9, only 4 suffered no 
side-effects—excluding loss of appetite, which occurred 
in all cases. In the remaining 13 cases the drug had to 
be discontinued after an average period of 24 days 
because of gastric, hepatic, and central nervous dis- 
turbances. The results of liver function tests and electro- 
phoretic serum analyses pointed to impairment of liver 
function. 

In 5 patients treatment with a combination of iridozin 
and “ atosil”’, a phenothiazide derivative, was tried, but 
this neither prevented the occurrence of the gastric and 
other disturbances nor reduced their severity sufficiently 
to allow continuation of therapy. Of the 9 patients who 
completed 3 months’ treatment, 8 derived no benefit. 
In only one case was a moderate reduction in the size of 


cavities observed. Bacterial resistance to iridozin was 
increasingly observed from the end of the second month 
of treatment. 
[This report is in strange contrast to the favourable 
conclusions of Hofmann ez al. (see Abstract 40).] 
A.J. Karlish 


42. Long-term Consequences of Isoniazid Alone as Initial 
Therapy 
Unitep States Pusiic HEALTH SERVICE TUBERCULOSIS 
THERAPY TRIALS. American Review of Respiratory 
Diseases [Amer. Rev. resp. Dis.| 82, 824-830, Dec., 1960, 
10 refs. 


During the years 1952 and 1953 411 patients in 22 
tuberculosis hospitals in the U.S.A. were studied to 
compare the results of 40 weeks of treatment with three 
regimens, 150 patients receiving isoniazid alone, 13] 
isoniazid and streptomycin, and 130 streptomycin and 
PAS. After 40 weeks of treatment cultures of the spu- 
tum were negative for tubercle bacilli in 118 (90°) of 
the patients given isoniazid and streptomycin, in 103 
(79%) of those receiving streptomycin and PAS, and in 
101 (67°) of those treated with isoniazid alone; of these 
three groups of sputum-negative patients the disease 
was inactive at the end of 40 weeks in 73°%, 74-7°,, and 
742%, respectively. Thus in respect of disease activity 
the patients who were sputum-negative and who received 
isoniazid alone did as well as those who had received 
combined therapy. In contrast, however, among those 
who were still sputum-positive after 40 weeks it was 
found that of 13 who had received isoniazid and strepto- 
mycin, one was dead, 4 had active disease, 2 were un- 
traced, and 6 had inactive disease; of 27 treated with 
streptomycin and PAS, 4 were dead, 10 had active disease, 
one was untraced, and the disease was inactive in 12, 
while of the 49 receiving isoniazid alone, 12 were dead, 
17 had active disease, in 17 it was inactive, and 3 were 
untraced. 

Thus in contrast to the successful cases there was some 
indication that patients who’ were still infectious after 
40 weeks’ treatment with isoniazid alone had a less 
favourable prognosis than similar patients given com- 
bined therapy. Kenneth M. A. Perry 


43. The Results of Chemotherapy in Silicotuberculosis 
C. S. Morrow. American Review of Respiratory Di- 
seases [Amer. Rev. resp. Dis.| 82, 831-834, Dec., 1960. 
5 refs. 


Of 18 coal-miners with extensive silicosis complicated 
by active pulmonary tuberculosis admitted to Wilkes- 
Barre Veterans Administration Hospital, Pennsylvania, 
16 showed cavities and 10 were suffering from disabling 
chronic bronchitis and emphysema, 5 of the latter 
having cor pulmonale. In 10 cases treatment was with 
1 g. of streptomycin, 12 g. of PAS, and 600 mg. of 
isoniazid daily; later 2 of these patients whose sputum 
remained positive after 6 months were given cycloserine, 
500 mg., and pyrazinamide, 3 g. daily. The remaining 
8 were treated with 600 mg. of isoniazid and 12 g. of 
PAS daily for varying periods. As a result of this 
therapy 16 patients became sputum-negative, though one 
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later relapsed, 11 showed radiological improvement, 2 
radiological deterioration, and in none did the cavities 
close. The addition of pyrazinamide and cycloserine 
failed to convert the sputum of the 2 patients who had 
originally been treated with isoniazid, streptomycin, and 
PAS. 

There were 3 deaths in the series, one from coronary 
infarction and 2 from non-tuberculous pneumonia super- 
imposed on chronic bronchitis and emphysema. 

Kenneth M. A. Perry 


44. Pneumoconio-tuberculosis. Results of Medical and 
Combined Medical-Surgical Therapy 

C. E. BatGairies, C. Voisin, and P. 
FOURNIER. American Review of Respiratory Diseases 
[Amer. Rev. resp. Dis.| 82, 835-842, Dec., 1960. 3 figs., 
23 refs. 


The authors review the results of treatment in a group 
of 395 patients suffering from coal-miners’ pneumoconio- 
sis and tuberculosis who were admitted to two clinics in 
Lille, France, between January, 1952 and March, 1958. 
Of these patients, who had all been coal-miners for more 
than 10 years, 277 were treated with 1 g. of streptomycin, 
15 g. of PAS, and 300 to 500 mg. of isoniazid daily for 
6 months to one year. For the longer-term treatment a 
double-drug regimen of isoniazid with PAS, cycloserine, 
viomycin, or ethionamide was used, while in a few cases 
prednisone, 20 mg. daily, was also given, but this was 
considered to be ineffective and dangerous and was 
abandoned. In 187 of these 277 cases there was discrete 
pneumoconiotic opacity, the other 90 showing massive 
shadows, while cavitary tuberculous lesions were present 
in 119 of the former and in 67 of the latter. Of the 277, 
only 69 became sputum-negative, 60 of these being 
patients without massive shadows and 9 with massive 
shadows; of this whole group, 7 relapsed, including 3 
patients with massive shadows. 

The remaining 118 cases were treated surgically, 19 
by lobectomy, 7 by segmental resection, 5 by pneumo- 
nectomy, and the other 15 by various combinations of 
resection, all these patients being treated with isoniazid 
and streptomycin for 6 months before the operation. 
Of this group, 6 died within 6 months of operation and 
81 showed healing of their disease, though of these, 14 


elapsed, 12 on the same side within 3 years of the opera- 


tion. For 106 of these patients the follow-up period 
ranged from 3 years to 7 years. The need for early 
diagnosis and treatment, as also for postoperative func- 
tional respiratory re-education and continued chemo- 
therapy, is stressed. Kenneth M. A. Perry 


45. Re-treatment of Pulmonary Tuberculosis. Experi- 
ences with Various Combinations of Pyrazinamide, Cyclo- 
serine, and Kanamycin in Patients Excreting Tubercle 
Bacilli Resistant to Both Streptomycin and Isoniazid 

J. HAAPANEN, R. GILL, W. F. Russevt Jr., and I. Kass. 
American Review of Respiratory Diseases [Amer. Rev. 
resp. Dis.] 82, 843-852, Dec., 1960. 16 refs. 


Between April, 1958, and May, 1960, the authors have 
Studied at the National Jewish Hospital, Denver, Color- 
ado, 65 patients who were excreting in their sputum 


tubercle bacilli resistant to both streptomycin and 
isoniazid; the patients’ ages ranged from 18 to 66 and 
the sex distribution was equal. The first series, consisting 
of 47 patients, of whom 22 had cavities greater than 5 cm. 
in diameter, was divided into: Group A, 26 patients 
who were treated with kanamycin, pyrazinamide, and 
cycloserine; and Group B, 21 patients who received 
pyrazinamide and cycloserine. The dosage schedules 
were: kanamycin 1 g. daily on 4 or 5 days a week for 
5 months, pyrazinamide 0-5 g. 3 times a day for 6 months, 
and cycloserine 250 mg. twice daily for 6 months. In 
14 patients in Group A and 11 in Group B the sputum 
became negative with drug therapy alone, while in 4 in 
Group A and 1 in Group B it did so after surgery; how- 
ever, 3 patients in Group A and 7 in Group B remained 
persistently sputum-positive after drug treatment alone, 
and 5 in Group A and 2 in Group B after drugs and - 
surgery. 

These results are compared with those achieved in 
171 patients with similar disease who were treated 
with isoniazid, streptomycin, and/or PAS. The con- 
version rate achieved with the experimental regimen was 
approximately 5 times higher than in the latter group 
and was still 3 times higher even when the patients who 
had undergone operation were included. There was no 
significant difference between the results in Groups A 
and B, that is, whether kanamycin was included in the 
treatment regimen or not. 

The second: series of 18 patients was divided into: 
Group C, 8 patients who received cycloserine, 500 mg. 
twice daily, and pyrazinamide, 1 g. three times a day; 
and Group D, 10 patients who received 1 g. of kana- 
mycin daily for 5 days a week and 1 g. of pyrazinamide 
3 times a day by mouthfor 6months. Of these patients, 
7 in Group C and 2 in Group D became sputum-negative 
with drugs alone, one in Group D did so after surgery 
in addition, while the sputum remained positive in one 
in Group Cand 7in Group D. Almost all these patients 
had also received isoniazid to prevent a “ back muta- 
tion ”’. 

Although the number of patients was small it is sug- 
gested that the regimen with the higher dosage of pyrazin- 
amide and cycloserine was more effective in the treat- 
ment of tuberculous patients with tubercle bacilli resistant 
to streptomycin and isoniazid. Toxic reactions in vary- | 
ing degrees were observed in 32 of the 65 patients, but 
were never severe enough, in the authors’ opinion, to 
contraindicate the treatment. Of those treated with 
cycloserine, 2 became psychotic, 6 experienced marked 
anxiety reactions, 2 had convulsions, one complained of 
blurred vision, and one had muscular spasms. Of the 
65 patients studied, 56 showed elevation of the blood 
uric acid level, 5 of these treated with pyrazinamide hav- 
ing joint symptoms which, however, were easily controlled 
with uricosuric agents. Significant darkening of the skin 
was observed in one patient and loss of appetite was 
marked in 5. ‘* Bromsulphalein ”’ retention in excess of 
50°% at 45 minutes occurred in 19 patients. Two patients 
receiving kanamycin noted loss of hearing, and audio- 
metric studies showed that 3 of the 10 patients in Group 
D suffered some hearing loss in the higher frequencies. 

Kenneth M. A. Perry 
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46. Effect of Geographical Origin on Performance in 
Heat 

C. P. YaGLou. Archives of Environmental Health [Arch. 
environm. Hlth] 2, 1-8, Jan., 1961. 5 figs. 


The effect of geographical origin on capacity for work 
in the humid heat of Southern Florida was studied in 9 
healthy young men, 5 of whom were of local origin.and 
4 were brought from New England for the purpose. 
After physical training and acclimatization the men were 
asked to walk a flat rectangular course. Three 50- 
minute walks in the sun alternated with 10-minute rests 
in the shade, or one 150-minute walk in the sun was 
followed by 30 minutes of rest in the shade. At various 
intervals heart rate, body weight, rectal temperature, 
metabolic rate, and evaporative sweat loss were deter- 
mined and plotted in relation to meteorological observa- 
tions in the area where the tests were undertaken. 

The results indicated that the Southerners had a more 
efficient heat-regulating system which enabled them to 
perform the standard exercise with distinctly less sweat- 
ing and a smaller rise in body temperature and heart 
rate than the Northerners. The calculated physiological 
cost of walking under the test conditions was roughly 
40°, greater for the Northerners than for the Southerners 
at 79° F. (26-1° C.) and 70% greater at 84° F. (28-9° C.). 
Moreover, the Southerners required a shorter period of 
acclimatization and lost their acclimatization more 
slowly in cool weather. It is concluded that in selecting 
personnel for duty in hot areas the geographical origin 
of the individual should be given high consideration, 
possibly next to physical fitness. R. R. Willcox 


47. Kwashiorkor in African Children in Durban 

J. ScraGG and C. RusipGe. British Medical Journal. 
[Brit. med. J.] 2, 1759-1766, Dec. 17, 1960. 6 figs., 
42 refs. 


Kwashiorkor is common in coloured children in Dur- 
ban, 1,565 children with the disease being admitted to 
King Edward VIII Hospital during the years 1955 and 
1956; this figure constituted 20°% of all the cases ad- 
mitted. The criteria for diagnosis were: (1) a dietary 
history suggesting protein malnutrition; (2) oedema 
associated with hypoalbuminaemia; (3) retarded growth, 
irritability, apathy, and anorexia. There was a sharp 
increase in the incidence of the disease during the hot, 
humid months of January and February. 

Males and females were affected equally, and the 
majority (81°4) of the patients were between 3 and 36 
months of age. The mortality was highest in children 
aged under 24 months, the over-all mortality being 
about 50°%. Peripheral oedema was present in 93°%, 
but ascites was seen in one case only. There was often 
an initial, though slight, albuminuria. Skin lesions, 
which were present in 82°%, were similar to those de- 
scribed by many other workers. Ulceration and 
nutritional gangrene were seen in 20°%, usually in the 


Medicine 

flexures, on the buttocks, or on the dorsum of the foot. 
Corneal ulceration occurred in 14 cases and was a grave 
prognostic sign. Stomatitis was common, and hair 
changes were present in 48°% of cases. The liver was 
more than two finger breadths below the costal margin 
in only 23°; fatty liver was found in all except one of 
53 cases coming to necropsy. There was a high incidence 
of associated infections, and it appeared that infection 
was very often a precipitating cause of serious kwashior- 
kor. The commonest infections were bronchopneu- 
monia (380 cases), gastro-enteritis (361), bacillary dysen- 
tery (157), and measles (91). Laboratory investigations 
showed that haemoglobin values were low and that there 
was slow erythropoietic recovery. The serum protein 
and serum cholesterol levels were low. The serum 
bilirubin concentration was normal, in most cases, but 
a raised value indicated a bad prognosis. 

Treatment was on orthodox lines, frequent small feeds 
of acidified skimmed milk, to which had been added 
calcium caseinate powder, alternating with oral Darrow’s 
solution. Intravenous electrolyte therapy or transfusion 
of blood, plasma, or serum was often necessary. Associ- 
ated infections were treated as necessary; most of the 
deaths in the series were due to infection rather than to 
kwashiorkor itself. 

[The report is too full of detail for adequate abstrac- 
tion to be possible.]} W. H. Horner Andrews 


48. The Oral Glucose-tolerance Test in Tropical Mal- 
absorption Syndrome 

K. T. Ragan, P. S. S. Rao, I. PonNusamy, and S. J. 
BAKER. British Medical Journal (Brit. med. J.| 1, 29-31, 
Jan. 7, 1961. 1 fig., 23 refs. 


The rise in blood sugar level after an oral dose of 
glucose is known to be less in patients with idiopathic 
steatorrhoea than in healthy subjects. At the Christian 
Medical College Hospital, Vellore, South India, oral 
glucose tolerance tests, using 50 g. of glucose, were 
carried out on 50 Indian patients with tropical malab- 
sorption syndrome and steatorrhoea (“‘ sprue ”’) of all 
grades of severity and on 24 control subjects without 
apparent gastro-intestinal disease. The mean fasting 
venous blood sugar level was 93-9 mg. per 100 ml. in 
the controls and 74-0 mg. per 100 ml. in the patients. 
The mean maximum rise above the fasting level in con- 
trols was 44-6 mg. per 100 ml., but in the patients it was 
only 22-6 mg. per 100 ml. These differences were statis- 
tically significant (at the 0-1°% level) as between the two 
groups, but the distinction was not so clear in individual 
cases. However, by defining a “ flat ’’ curve as one with 
a maximum rise of less than 25 mg. per 100 ml., such a 
curve was found in 16°% of the controls and in 66°% of 
the patients. Further, a fasting blood sugar level of 
80 mg. per 100 ml. or less occurred in only 8°% of the 
controls, but was found in 76°% of the patients. The 
authors recommend that both the fasting blood sugar 
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level and the maximum rise in this level should be taken 
into consideration in the assessment of the glucose toler- 
ance curve in cases of possible steatorrhoea. 

M. Lubran 


49. Aspects of Carbohydrate Metabolism in Kwashior- 
kor: with Special Reference to Spontaneous Hypo- 
glycaemia 

D. Stone, L. S. Taitz, and G. S. Gitcurist. British 
Medical Journal (Brit. med. J.| 1, 32-34, Jan. 7, 1961. 3 
figs., 8 refs. 


In this investigation of certain aspects of carbohydrate 
metabolism in patients with kwashiorkor, carried out at 
Baragwanath Hospital (University of Witwatersrand), 
South Africa, the fasting blood sugar level was deter- 
mined in 20 healthy children aged 6 months to 3 years 
and in 20 children of the same age group suffering from 
kwashiorkor. The mean value was 76 mg. per 100 ml. 
in the normal children and 51 mg. per 100 ml. in the 
patients. There was no clinical correlation between the 
severity of the disease and the fasting blood sugar level. 
An intravenous glucose tolerance test (0-5 g. of glucose 
per kg. body weight) carried out on 9 patients showed 
that in 7 the 2-hour blood sugar level was not lower than 
the fasting level, but was below 120 mg. per 100 ml. in 
all cases. 

The authors suggest that these findings may be related 
to defective gluconeogenesis leading to inadequate re- 
lease of glucose into the blood, or alternatively to the 
inability of the liver in kwashiorkor to maintain adequate 
glycogen stores. M. Lubran 


INFECTIOUS DISEASES 


50. Amboni Caves, Tanganyika, a New Endemic Area 
for Histoplasma capsulatum 

L. AseLto, P. E. C. MANSON-Banr, and J. C. Moore. 
American Journal of Tropical Medicine and Hygiene 
[Amer. J. trop. Med. Hyg.| 9, 633-638, Nov., 1960 
[received Jan., 1961]. 2 figs., bibliography. 

The endemicity of Histoplasma capsulatum in Tangan- 
yika was established through soil studies. Seven of 13 
soil specimens collected in the Amboni Caves yielded 
the fungus. The caves harbor a large population of bats. 
Appropriate tests were carried out to establish the fact 
that the soil isolates were referable to H. capsulatum and 
not to Histoplasma duboisii. The occurrence of two 
forms of histoplasmosis is discussed and all reported 
cases tabulated.—[Authors’ summary. ] 


51. O’Nyong-nyong Fever: an Epidemic Virus Disease 
in East Africa 

A. J. Happow, C. W. Davies, and A. J. WALKER. 
Transactions of the Royal Society of Tropical Medicine 
and Hygiene [Trans. roy. Soc. trop. Med. Hyg.) 54, 517- 
522, Nov., 1960. 1 fig., 7 refs. 


This paper is the introduction to a series of papers 
being prepared on a major epidemic of a disease clinically 
resembling dengue which broke out in north-western 
Uganda during the first half of 1959. From this area 
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the disease spread on a wide front south-eastward across 
thecountry. The infection, though not fatal, was charac- 
terized by fever, headache, agonizing joint and back 
pains, itching, and adenitis. The estimated number of 
cases in East Africa was 750,000. The disease probably 
originated in the Obongi area on the Albert Nile about 
February, 1959. Early studies suggested that it had a 
viral origin and was probably Chikungunya fever, but the 
presence of lymphadenitis and the difficulty of isolating 
the virus made the latter hypothesis untenable. Sub- 
sequent isolation established that the agent was an 
arthropod-borne virus of Casals’s Group A, closely 
related to Chikungunya though probably not identical. 
Entomological studies showed that the vectors were 
Anopheles funestus and A. gambiae and that spread of 
the epidemic was not likely to be dependent on mechanical 
transmission. The virus has not been isolated from 
culicines. 

Subsequent papers will deal with the clinical aspects 
and epidemiology, isolation and characteristics of strains 
of the responsible organism, transmission, and entomo- 
logical aspects. I. M. Rollo 


52. A Preliminary Trial of ‘‘ Etisul ’’ in Treatment of 
Leprosy Patients 

H. McGrecor. Leprosy Review [Leprosy Rev.] 32, 
36-39, Jan., 1961. 3 figs. 


A preliminary trial of ** etisul ’’ (ditophal) in the treat- 
ment of 29 patients with lepromatous leprosy was carried 
out at Rajah Sir Charles Brooke Memorial Settlement, 
Kuching, Sarawak. All the patients had previously 
received sulphone treatment, but this was discontinued 
at the beginning of the course of ditophal, which lasted 
12 weeks. A standard pack of 5 g. of a cream “ con- 
taining the active drug’’ was used, the cream being 
applied daily over a wide area of the back. Smears for 
acid-fast bacilli were taken at the beginning of treatment 
and at 2-weekly intervals throughout the course. Moder- 
ate to good results were obtained in allcases. The bacil- 
lary index, which averaged 0-83 at the start of treatment, 
fell to 0:34. Objective improvement as evidenced by 
flattening of the nodules and wrinkling of the skin over 
the lesions was observed from the third week onwards. 
The patients reported a feeling of well-being, which they 
attributed to the treatment, and side-effects were rare and 
unimportant. ‘ The odour of garlic, which is character- 
istic of the drug, was not unpopular with the patients, 
who are used to garlic in their diet. 

The author considers that the drug has a place in the 
treatment of leprosy. William Hughes 


53. A Clinical Evaluation of ‘‘ Etisul ”’ 
A.R. Davison. Leprosy Review [Leprosy Rev.] 32, 40-42, 
Jan., 1961. 1 fig., 2 refs. 


In this paper from Westfort Institution, Pretoria, the 
author describes a controlled trial of “* etisul ’’ (ditophal) 
in 60 males and 26 females with leprosy, which, in all 
except 6, was of the lepromatous type. The patients were 
divided into 3 groups and treated as follows. Group 1 
received dapsone (DDS) and diphenylthiourea (DPT); 
Group 2 received DDS and DPT, with ditophal twice 
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weekly; while Group 3 were given DDS, DPT, and dito- 
phal 5 times a week. Ditophal was administered in a 
cream which was rubbed into the skin for 20 minutes, 
after which the patient sat in the sun and did not bath 
for one hour. The results were assessed by comparing 
the lesion and bacterial indices before and after treat- 
ment, the lesion index being calculated by recording 
lesions on a 3-point scale and the bacterial index being 
calculated once a month from scrapings taken from 
standard sites on the ears, face, and trunk. Changes in 
the morphology of the bacilli were not regarded as of 
any importance. 

At the end of 12 months a slight clinical improvement 
was observed in all three groups, but there was no signifi- 
cant difference between them. Erythema nodosum 
occurred in all groups, the incidence increasing with 
clinical improvement, but again no important difference 
was noted. The author notes that his findings with 
ditophal differ from those of other workers and considers 
that this is largely due to interpretation of the results, 
particularly as regards bacterial morphology. Fragmen- 
tation of bacilli occurred with equal frequency in treated 
patients and controls and in his experience is of no 
practical significance. William Hughes 


54. The Methylene Blue Test in Leprosy 

J. Convit, P. Lapenta, and S. J. MENDOZA. IJnter- 
national Journal of Leprosy [Int. J. Leprosy] 28, 233-238, 
July—Sept., 1960 [received Jan. 1961]. 4 figs., 3 refs. 


In a previous paper (Unt. J. Leprosy, 1956, 24, 375; 
Abstr. Wild Med., 1958, 23, 17) the authors described the 
use of the methylene-blue test in leprosy. In this fur- 
ther paper from Cabo Blanco Sanitarium, Venezuela, 
they report the results obtained with this test in 112 cases 
of leprosy. In performing the test a 1°% aqueous solu- 
tion is injected intravenously in doses of 1 to 3 ml. 
daily, these being gradually increased to 20 ml. until a 
total of approximately 100 ml. is given. A few patients 
received the dye orally in a dosage of 1-5 g. daily for 2 
weeks, this high dosage being found necessary to pro- 
duce pigmentation of the lesions; given by mouth in 
this way it caused temporary dysuria in all cases and 
jaundice in one. Intravenous administration was fol- 
lowed by anaemia and slight neutropenia in a few cases, 
but all untoward symptoms cleared up spontaneously as 
soon as administration of the dye was discontinued. 
The series consisted of 65 cases of lepromatous leprosy, 
37 of borderline, 6 of indeterminate, and 4 of tuberculoid 
leprosy. 

In the lepromatous cases the dye was retained in the 
lesions in every instance, in the majority pigmentation 
of the lesions being observed after a dose of 6 to 20 ml. 
of the dye. In addition to the cutaneous lesions the 
buccal, nasal, and pharyngolaryngeal lesions were also 
stained. In some cases the procedure revealed lesions 
which had been missed at clinical examination. The 
dye was not retained in the lesions of acute lepromatous 
reaction, but was retained after the acute stage had 
passed. In several cases the pigmentation persisted for 
up to one year after the injections. In borderline cases 
the dye was retained in some lesions but not in others. In 


hypochromic patches left after regression of acute lesions 
the dye was retained, and in such cases a lepromatous 
granuloma was demonstrated histologically. In tubercu- 
loid and indeterminate cases there was no retention of 
dye. 

The authors consider the test most useful in the differ. 
ential diagnosis of leprosy. They point out that the 
dye is not retained in the granulomata of yaws, myco- 
sis, or leishmaniasis. In the assessment of therapy it 
is also helpful by showing up residual lesions which 
might otherwise pass unnoticed. William Hughes 


55. Immunobiologic Relation between Tuberculosis and 
Leprosy. X. Comparative Study of the Results of the 
Lepromin Test in Subjects Submitted to Serial Injections 
of Mitsuda’s Antigen and to Oral BCG Vaccination 

J. ROSEMBERG, N. pe Souza Campos, J. N. Aun, and 
M. C. DA Rocua Passos. International Journal of 
Leprosy [Int. J. Leprosy] 28, 271-283, July—Sept., 1960 
[received Jan., 1961]. 10 figs., 11 refs. 


In this study reported from the Department of Health, 
Sao Paulo, Brazil, the authors have compared the capa- 
bilities of Mitsuda antigen and oral B.C.G. vaccination in 
inducing lepromin reactivity in three groups of children, 
of a mean age of about 6 months, who had been isolated 
from their leprous parents at birth. The first group (21 
children) received 4 injections of lepromin at intervals of 
93, 102, and 84 days, the last being regarded as the test 
dose. The second group (21 children) received 3 doses 
of 100 mg. or 200 mg. of B.C.G. vaccine orally according 
to age, the doses being given at weekly intervals and the 
test dose of lepromin after an interval of 9 months. 
The third group (20 children of similar age and sex dis- 
tribution) served as controls and received only one injec- 
tion of lepromin, which was the test dose. The results 
were classified on a 3-point scale in which a reaction of 
1-+- was discarded as a negative result and only reactions 
assessed at 2-++ or 3+ regarded as positive. 

In the first group 9 (43°%) of the 21 children gave a 
positive result, and in the second 17 (85°%) gave a strongly 
positive (3+-) reaction; in the third group there were no 
positive reactors. In a second experiment the 12 chil- 
dren in the first group giving no reaction were given a 
dose of 0-02 g. of B.C.G. vaccine weekly for 4 weeks and 
re-tested 36 days later with lepromin. Strong positive 
(3+-) reactions were then obtained in 5, weakly positive 
reactions (2+-) in 2, and doubtful (1-+-)in 5 subjects. The 
3 negative Mitsuda reactors in the second group were 
given a further course of 4 weekly doses of 0-20 g. of 
tuberculin; when tested 36 days later the reactions were 
positive (3+) in 2 and doubtful (1+) in one. Since 
isolation from their parents the children had had no 
contact with leprosy or tuberculosis. It was noted that 
14 of the 17 Mitsuda-positive reactors in the second 
group also gave positive Mantoux reactions. On the 
other hand all the children in the third group remained 
Mantoux-negative to 1:10 tuberculin. The authors 
consider that these results demonstrate the superiority 
of B.C.G. vaccine over lepromin in converting non- 
immune subjects to positive Mitsuda and Mantoux 
reactors. William Hughes 
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56. An Epidemic of Inhalation Anthrax, the First in the 
Twentieth Century 

s. A. PLorKIN, P. S. BRACHMAN, M. UTELL, F. H. 
BumrorD, and M. M. ATCHISON. American Journal of 
Medicine [Amer. J. Med.\ 29, 992-1001, Dec., 1960. 
4 figs., 33 refs. 


The authors describe 5 cases of inhalation anthrax 
and 4 of cutaneous anthrax which occurred within a 
period of 10 weeks among the employees of a goat-hair 
processing mill in Manchester, New Hampshire, U.S.A. 
The anthrax bacillus was found on culture or on micro- 
scopical examination in 3 of the cases of inhalation 
anthrax and 2 of the cases of the cutaneous form; in the 
remaining cases the clinical findings were consistent with 
the diagnosis. The cases of inhalation anthrax were 
marked by insidious onset, characterized by cough and 
malaise; fever and precordial oppression were present 
in most of them. The initial stage was followed after 
3 to 5 days by the stage of acute toxicity, which was 
characterized by fever, dyspnoea, and cyanosis; dis- 
orientation and coma developed in 2 cases and pleural 
effusion was present in all. Of the 5 patients with 
inhalation anthrax, 4 died within 25 hours of the onset of 
severe symptoms. The pathological findings in 3 cases 
in which necropsy was performed included oedema of the 
chest wall, haemorrhagic mediastinitis, mediastinal lym- 
phadenitis, pleural effusion, intestinal lesions, and 
splenomegaly; haemorrhagic meningitis was present in 
2 of the 3 cases. 

A study of the pathogenesis of inhalation anthrax has 
shown that the spores of Bacillus anthracis are ingested 
as inert particles by macrophages in the alveoli; the 
macrophages migrate into the lymphatics and are carried 
to the hilar lymph nodes. The pleural effusion may be 
attributable to lymphatic obstruction. Although the 
clinical course is generally characteristic, the first stage 
may be mistaken for influenza or bronchitis and the 
second stage may simulate cardiac failure or cerebro- 
vascular accident. 

The authors emphasize that inhalation anthrax should 
be considered in the diagnosis of a febrile condition 
among those whose occupation exposes them to anthrax 
spores. The drugs of choice are penicillin and strepto- 
mycin. Supportive measures are essential for any 
patient in shock during the severe stage of the disease. 

R. G. Meyer 


57. Relative Increase in the Prevalence of Plasmodium 
falciparum Some Years after the Beginning of a House- 
spraying Campaign in Netherlands New Guinea 

D. METSELAAR. Transactions of the Royal Society of 
Tropical Medicine and Hygiene [Trans. roy. Soc. trop. 
Med. Hyg.] 54, 523-528, Nov., 1960. 1 fig., 9 refs. 


A house-spraying campaign against vectors of the 
malaria parasite was started in Netherlands New Guinea 
in 1954, DDT being applied every 6 months in a strength 
of 2 g. per sq. metre. In most areas a considerable 
improvement in the malaria situation was observed. In 
1958 spraying was combined with drug treatment, 450 
mg. of chloroquine base and 50 mg. of pyrimethamine 
being given monthly for 3 months to all inhabitants of 


sprayed houses. The results varied, but in most areas 
the absolute parasite rate fell to an even lower figure 
than had been observed after several years of spraying. 
After 1954, in areas where transmission was virtu- 
ally stopped, infection due to Plasmodium falciparum was 
reduced most rapidly in the human reservoir, followed by 
P. vivax and P. malariae. This is in accordance with the 
known duration of untreated infections, these being 
shortest in the case of P. falciparum and longest in that of 
P. malariae. In areas where transmission was only 
diminished, infection due to P. falciparum, after an initial 
fall, came to the fore again and was responsible for a 
high proportion of the cases presenting for treatment. 
The author suggests that the explanation probably lies 
in the increased production of gametocytes, which was 
most marked in P. falciparum infections, and in the rapid 
loss of immunity as soon as the number of infections 
was reduced. I. M. Rollo 


58. Observations on the Haemolytic Effect of Primaquine 
in 100 Ghanian Children 
L. J. CHARLES. Annals of Tropical Medicine and Para- 
sitology [Ann. trop. Med. Parasit.] 54, 460-470, Dec., 
1960. 24 refs. 


Writing from the Ministry of Health and Social Wel- 
fare, Ghana, the author first presents a review of the 
effects of primaquine and other 8-aminoquinoline drugs 
on the malaria parasite and on the patient. Briefly, these 
drugs destroy gametocytes and they also kill the exo- 
erythrocytic forms of Plasmodium vivax which are 
responsible for the late relapses. On the other hand 
they have been shown to cause haemolysis in about 10°% 
of American negroes; the haemolysis affects the older 
erythrocytes and when these have been destroyed 
haemolysis stops. Apparently the individuals who are 
sensitive to this haemolytic effect have a deficiency of 
reduced glutathione in their erythrocytes, which in turn 
is probably due to a deficiency of the enzyme glucose-6- 
phosphate dehydrogenase. This deficiency is trans- 
mitted particularly to males, apparently depending on a 
sex-linked gene. In spite of this, reports of haemolysis 
due to primaquine in Africans have been rare. 

In the present study the drug was administered as 
“* camoprim infantabs ’’, a proprietary preparation which 
contains 75 mg. of amodiaquine base plus primaquine 
(diphosphate) equal to 15 mg. of base, to 100 malarious 
Ghanaian school-children who were treated once weekly 
for 5 weeks, children under 13 kg. body weight being 
given 7-5 mg. primaquine base (as above) and children 
weighing over 27 kg. receiving 30 mg. The parasites 
disappeared from all the children within 2 weeks (mostly 
within one week), whereas in 30 control untreated chil- 
dren the parasite rate increased. The average haemo- 
globin level rose significantly in the treated group and 
remained unchanged in the controls. There was no 
evidence of the occurrence of haemolysis in the treated 
children. In 8 of the children in the treated group who 
were deficient in erythrocyte content of glucose-6-phos- 
phate dehydrogenase, the packed cell volume fell by an 
average of 4:5°%% during the first two weeks of primaquine 
treatment and then gradually returned to normal. It is 
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considered that primaquine can probably be safely used 
for the suppression and mass eradication of malaria in 
Africa, despite the high incidence of glucose-6-phosphate 
dehydrogenase deficiency, but that further field studies 
are desirable to confirm this. F. Hawking 


59. Results of 5 Years of Mass Chemoprophylaxis with 
Pyrimethamine (Yangambi 1955-60). (Résultats de 5 
années de chimioprophylaxie de masse a la pyrimethamine 
(Yangambi, 1955--1960)) 

H. LAnon, M. De Smet, and L. Borers. Annales de la 
Société belge de médecine tropicale [Ann. Soc. belge Méd. 
trop.) 40, 651-674, Aug. 31, 1960 [received Jan., 1961]. 
2 figs., bibliography. 


These five trials of pyrimethamine were carried out at 
Yangambi on the River Congo, 90 kilometres from 
Stanleyville, where the prevalent malaria is due almost 
entirely to Plasmodium falciparum and the chief vectors 
are Anopheles moucheti and A. gambiae. General anti- 
mosquito measures and insecticides had been in use 
before 1952, so that the proportion of infants positive 
for malaria fell from between 68 and 92°, in 1939-42 
to between 30 and 53°, in 1951-3. In 1954 it was 
decided to introduce mass chemoprophylaxis with 
pyrimethamine. In the first trial, in which 82 children 
and 80 adults took part, the dose was 12:5 mg. for chil- 
dren under 2 years of age and 25 mg. for older children 
and adults, this dose being given every fortnight for 6 
months; as a result the proportion of positive blood 
films fell from 53°,, to about 10°,. The second trial 
was carried out on 950 boys at a mission school who 
received three doses each of 25 mg. at fortnightly inter- 
vals; in these the proportion of positive blood films 
fell from 30°, to 13°, after the third dose, but rose 
again to 31°, 6 months after treatment. In the third 
trial 4,500 children were treated for 6 months during 
1955 with the same dosage as in the first trial. In the 
previous year 104 children had been admitted to hospital 
with severe attacks of malaria and 8 had died; in 1955, 
during treatment, only 31 children were admitted for 
severe malaria and none died. In the fourth trial 
pyrimethamine was given weekly to 925 children in 
doses of 12-5 mg. for those below 5 years of age and of 
25 mg. for those above this age, while chloroquine was 
given weekly to 3,450 children in doses of 50 mg. for 
those below | vear of age and 150 mg. for those over 5; 
this trial lasted 6 months. During this period 7-5°,, of 
the children given chloroquine contracted malaria com- 
pared with 5-8°, of those receiving pyrimethamine. In 
the fifth trial 80 adults were given 25 mg. or 50 mg. of 
pyrimethamine weekly for 4 months, during which time 
the proportion of positive blood films fell from approxim- 
ately 50°, to 10 to 18°... No symptoms of toxicity were 
observed during these trials. 

In view of these results it was decided in September, 
1957, to give pyrimethamine weekly to all the 5,500 
children in the Yangambi area, 6-25 mg. for children 
aged under one month, 12-5 mg. for those up to one 
year, and 25 mg. to older children. In control camps the 
yearly incidence of malarial attacks was 42°,, whereas 
in the treated children it was 11-3°, in 1958 and only 
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5:6°%, in 1959, while the frequency of admission to hos- 
pital fell from between 7:5 and 9-1°% before 1957 to 
2:1°% in 1958 and 1°5°%, in 1959. The proportion of 
positive blood films fell from 30 to 63°, in 1954 to 3-7 to 
45°... Although the development of resistance to pyri- 
methamine has been described in other areas, it seems 
to have caused no trouble in the present trials, perhaps 
because the potentiality of malaria parasites to develop 
resistance varies in different countries. It is concluded 
that in areas where it is not possible to eradicate malaria, 
mass chemoprophylaxis with pyrimethamine offers great 
advantages. F. Hawking 


60. Further Studies on the Control of Bancroftian 
Filariasis in West Africa by Means of Diethylcarbamazine 
1. A. McGrecor and H. M. GiLtes. Annals of Tropical 
Medicine and Parasitology [Ann. trop. Med. Parasit.) 54, 
415-418, Dec., 1960. 2 figs., 3 refs. 


In previous studies McGregor and various colleagues 
had shown that diethylcarbamazine was effective in 
controlling and suppressing filariasis in isolated com- 
munities, but that its use was handicapped by its minor 
toxic effects (McGregor and Gilles, Brit. med. J., 1956, 
1, 331; Abstr. Wid Med., 1956, 20, 111). Attempts to 
reduce these toxic effects by means of antihistaminic 
drugs were unsuccessful. In the present study the dosage 
was therefore reduced to half that previously employed, 
namely, 2:5 mg. of base per kg. body weight once 
daily by mouth for 5 successive days. This treatment 
was given to 54 carriers of microfilariae in the village of 
Keneba in the Gambia, where mosquitoes were partially 
controlled with insecticides, and to 36 infected persons 
in another village (Jali), where no insecticides were used. 
Night blood films were taken before treatment and at 
intervals later. 

This lowered dosage was well tolerated. Only 3 
individuals complained of side-effects, one of abdominal 
pain, one of headache, and one of a small localized tender 
swelling, and no patient wished to stop treatment. At 
Keneba, after 3 months, only 25°, of the subjects had 
become free of microfilariae (Wuchereria bancrofti), but 
the total microfilarial load had diminished by 82°,. As 
time went on, moreover, the effects of the treatment 
gradually improved, so that 43 months after treatment 
89° , of the villagers were free from microfilariae and the 
total microfilarial load was reduced by 98°,. In the 
other village, Jali, at 8 months after treatment 58°, of 
the patients had become free from microfilariae and the 
total microfilarial load was reduced by 92°,; later on 
the results fluctuated, but 43 months after treatment 
73°,, were free from microfilariae and the total micro- 
filarial count and the total microfilarial load had been 
reduced by 91°. These results confirm the previous 
conclusion that diethylcarbamazine is capable of perma- 
nently sterilizing (or killing) most of the adult worms. 
It is considered that diethylcarbamazine given in an 
effective but tolerable dosage (such as that mentioned 
above) in mass-treatment campaigns every 2 to 4 years 
might prove to be the most effective and most economical 
way of dealing with Bancroftian filariasis in West Africa. 

F. Hawking 
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Allergy 


61. The Prevalence of Dust Allergy in Bronchial Asthma 
and the Importance of Carrying out Provocation Tests, 
Even when Skin Tests Reveal Negative Results. [In 
English] 

E. FAGERBERG. Acta allergologica {Acta allerg. (Kbh.)| 
15, 449-458, 1960. 17 refs. 


Dust is probably the commonest cause of exogenous 
asthma. Autogenous dust provocation tests gave posi- 
tive results in 55°%, of asthmatic patients in the investiga- 
tion here reported; and such positive reactions were 
often obtained when skin reactions were negative. The 
age of onset appears to be unimportant; even the 
elderly may have asthma due to dusts and moulds. 
The author considers that provocation tests are essen- 
tial in the investigation of any patient with asthma. 

A. W. Frankland 


62. Chlorpromazine in Bronchial Asthma. (Chlor- 
promazin u pruduskového astmatu) 
Z. CerMAKovA and R. Dvorak. Vanitfni lékarstvi 


[Vnitrni Lek.) 7, 72-75, Jan., 1961. 18 refs. 


The authors describe the results in 14 patients aged 
22 to 60 years with chronic bronchial asthma who were 
treated with chlorpromazine while undergoing alkaline 
spa treatment at Luhacovice, Czechoslovakia. It had 
previously been observed that after such patients arrived 
at the spa their chest condition usually deteriorated to 
such an extent that they went into status asthmaticus. 
Since it was difficult to start spa treatment in these cir- 
cumstances it was thought that a tranquillizing drug 
might alleviate the symptoms. Accordingly the authors 
tried chlorpromazine, one of the best known ataractics, 
which also has additional spasmolytic, vagolytic, and 
bronchodilating effects. It was given orally in dragées 
of 25 and 10 mg. or by intramuscular injection in the 
form of “ largactil’’ (25 mg.), the starting dosage 
being one 25-mg. dragée three times daily, this being 
gradually reduced to 10 mg. given at night only. Patients 
in status asthmaticus received initially largactil intra- 
muscularly or intravenously, but oral treatment was sub- 
stituted as soon as their condition improved. _ 

In several cases improvement was noted on the first day 
of treatment and breathing became easier. As soon as 
breathing returned to normal spa treatment was insti- 
tuted, the alkaline mineral waters being taken internally, 
by gargling, and by inhalation of the vapours. Hydro- 
therapy was also employed as general treatment, com- 
bined with breathing exercises, the average duration of 
treatment being 30 days. Of the 14 patients, all of whom 
showed signs of emotional lability, occasional depres- 
sion, and egocentric personality and some of whom 
were also suffering from neurovegetative defects, there 
was a marked improvement in 11. There were no un- 
toward side-effects, a fact which the authors attribute to 
the additional spa treatment, notably the prevention of 
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dryness of the nasal and bronchial mucous membranes 
by inhalation of the alkaline vapours. They agree that 
no definite conclusions can be drawn at present from this 
small number of patients. Paul Frankl 


63. Treatment of Chronic Asthma with Prednisolone and 
the Newer Steroids 

R. S. B. Pearson, J. H. Bayiis, and H. C. SMELLIE. 
British Medical Journal {Brit. med. J.) 1, 315-319, Feb. 4, 
1961. 12 refs. 


The value in chronic asthma of a 7-day course of treat- 
ment with prednisolone in tapering doses—20 mg. being 
given on Days | and 2, 15 mg. on Days 3 and 4, 10 mg. 
on Days 5 and 6, and 5 mg. on Day 7—was assessed by 
a double-blind technique, using bronchodilators and 
dummy tablets as controls, in 26 patients at King’s 
College Hospital, London. Prednisolone seemed to have 
a clear advantage, the number of asthma-free days for 
the 26 patients being 58 with prednisolone, 29 with 
bronchodilators, and 26 with dummy tablets. Further 
experience in 102 cases showed that short courses of 
this kind were particularly helpful in patients with mild 
chronic asthma who occasionally had severe attacks un- 
controlled by bronchodilators and in patients with a 
persistent wheeze resistant to treatment with broncho- 
dilators. Four patients had between 20 and 30 courses 
in 4 years. Infection was one of the commoner causes 
of failure, and failure usually meant admission to hos- 
pital. Side-effects were few. 

Long-term treatment with prednisolone was studied in 
36 patients who had either repeated attacks of status 
asthmaticus or continuous disabling asthma. The 
initial dose was 20 mg. a day, but stabilization was 
usually achieved at a lower level of dosage. Results, 
assessed by a combination of factors—namely, pul- 
monary function, ability for work, and the patient’s 
subjective estimate—were excellent in 8 and good in 18; 
in 10 there was slight or no improvement. Thus there 
was a fairly high rate of failure, which is comparable with 
the experience of others who have studied a similar 
regimen. The average length of treatment was 20-7 
months. Side-effects were, on the whole, unimportant 
and of the kind to be expected—that is, obesity, mild 
hypertension, purpura, dyspepsia, and depression. 
There were 3 deaths among the 36 patients, all from status 
asthmaticus—one where the usual dose did not control 
the attack and 2 within 2 months of stopping treatment. 
The authors stress that this class of patient seems to be 
particularly in danger of severe asthma at about this time. 

The newer steroids, triamcinolone, methylprednisolone, 
and dexamethasone, were tried in equivalent dosage on 
18 patients previously satisfactorily controlled with pred- 
nisolone. These did not seem to offer any great advan- 
tage; indeed, several patients appeared to do less well 
on dexamethasone. Arthur Willcox 
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Nutrition and Metabolism 


64. Physical Activity and Human Obesity 

A. M. Cuirico and A. J. STuNKARD. New England 
Journal of Medicine [New Engl. J. Med.| 263, 935-940, 
Nov. 10, 1960. 2 figs., 16 refs. 


Recent studies have indicated that reduced physical 
activity may be important in the aetiology of obesity. 
In an investigation at the Hospital of the University of 
Pennsylvania, Philadelphia, the physical activity of 15 
obese women and 25 obese men was measured by means 
of mechanical pedometers and compared with that of 
matched non-obese controls. All the subjects also 
answered a questionary and were given sentence-com- 
pletion tests designed to assess their attitude towards 
physical activity. 

It was found that obese subjects were significantly less 
active than the non-obese, this being especially true of 
women. Obese women walked an average of 2 miles a 
day compared with 4-9 miles a day by non-obese women; 
the comparable figures for men were 3-7 and 6 miles a 
day. These differences in physical activity were also 
reflected in differences in attitude towards activity. The 
responses given by the obese women suggested that they 
were more passive than non-obese women in situations 
of despondency, boredom, and social interaction. 
Obese men, however, did not differ from non-obese men 
in their reported responses to such situations. 

It is suggested that decreased physical activity may play 
a part in obesity in the female, but that it appears to be 
less important in obesity in the male. 

A. G. Mullins 


65. Environmental Treatment of a Hereditary Illness: 
Wilson’s Disease 

1. H. ScHEINBERG and [. STeRNLIEB. Annals of Internal 
Medicine [Ann. intern. Med.] 53, 1151-1161, Dec., 1960. 
7 figs., 32 refs. 


The inherited defect in patients with hepatolenticular 
degeneration (Wilson's disease) is the inability to syn- 
thesize a normal amount of the plasma copper-protein 
ceruloplasmin; this is a blue globulin which is normally 
present in the plasma in a concentration of approxim- 
ately 30 mg. per 100 ml. Marked and permanent defici- 
ency of ceruloplasmin, which occurs only in Wilson's 
disease, results in the deposition of abnormal amounts 
of dietary copper in the tissues. 

This paper from the Albert Einstein College of Medi- 
cine, New York, describes an attempt by the authors to 
treat the disease by the intravenous administration of 
a purified, concentrated preparation of ceruloplasmin 
made from human plasma. The preparation was first 
tested on 2 control subjects without untoward results 
and was then administered intravenously to 2 female 
patients, aged 24 and 18 years respectively, who had had 
manifest Wilson's disease for the previous 5 years, the 
serum levels of ceruloplasmin being less than 1 mg. per 


100 ml. After the infusion the serum ceruloplasmin level 
rose to approximately 30 mg. per 100 ml. and remained 
greater than 15 mg. per 100 ml. for 4 to 5 days. During 
this period, however, no effect was produced on faecal 
or urinary excretion of orally administered radioactive 
cupric (%4Cu) ions, and no %4Cu ions combined with 
ceruloplasmin. No clinical effects, beneficial or other- 
wise, were observed. 

At present, therefore, treatment must be directed to 
the “environmental copper ’’, that is, by reducing the 
intake of copper and promoting the excretion of copper 
already deposited in the tissues. To this end the authors 
give : (1) diet low in copper content; (2) potassium sul- 
phide, 40 mg. orally, with each meal, since this substance 
precipitates, and thereby renders unabsorbable, copper in 
the diet; and (3) penicillamine in a dosage of | to 4g. 
daily in divided doses, since this amino-acid, by com- 
bining with copper in the tissues, produces an increased 
urinary excretion of copper. To combat the iron 
deficiency which may result from this regimen ferrous 
sulphate is given on one day per week, the potassium 
sulphide and penicillamine being omitted on this day. 
The results of this * de-copperizing * treatment in 10 
patients for periods ranging from 1 to 6 years are 
described. Kayser-Fleischer rings which were promi- 
nent in 2 patients disappeared under the treatment. 
However, liver function, as estimated by clinical and 
laboratory tests, improved in only one patient, and one 
died of liver disease. Neurological improvement was 
striking in several patients. It is important, therefore, 
to diagnose potential patients by screening tests before 
they become symptomatic and to begin treatment while 
they are stillless than one year old. = Joseph Parness 


66. Evidence for a Defect in Tryptophan Metabolism in 
Chronic Alcoholism 

R. E. Orson, D. Gursey, and J. W. Vester. New 
England Journal of Medicine [New Engl. J. Med.) 263, 
1169-1174, Dec. 8, 1960. 2 figs., 33 refs. 


In an investigation of tryptophan metabolism in 
chronic alcoholism 10 g. of DL-tryptophan was given to 
34 chronic alcoholic patients at St. Margaret Memorial 
Hospital, Pittsburgh, and to 16 healthy controls. The 
urinary excretion of 5-hydroxyindoleacetic acid was 
significantly lower in the patients than in the controls 
both before and after administration of the drug. The 
excretion of xanthurenic acid and N-methylnicotinamide 
was similar in the two groups. These findings suggest 
that the conversion of tryptophan to 5-hydroxyindole- 
acetic acid is depressed in chronic alcoholism. 

H. Harris 


67. The Introduction of Lemon Juice as a Cure for Scurvy 

C. Lioyp. Bulletin of the History of Medicine (Bull. 

Hist. Med.| 35, 123-132, March-April, 1961. 30 refs. 
22 
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Gastroenterology 


STOMACH AND DUODENUM 


68. Suction Biopsy of the Stomach. 

P. A. KANISCEV. Tepaneemuyeckuu A pxue [Ter. Arh.] 
33, 101-105, Jan., 1961. 5 figs., 2 refs. 


The author describes the use of a new * biopsy stomach 
tube” by means of which a piece of gastric mucosa can 
be aspirated into the tube, snipped off, and removed for 
histological study. The biopsy is carried out before 
performing gastroscopy and thereafter the gastroscopic 
and histological findings are compared. Using this 
instrument (which is illustrated in the paper) it was shown 
that in the atrophic type of chronic gastritis the gastro- 
scopic picture is consistently confirmed by the histo- 
logical findings, but in macroscopically diagnosed hyper- 
trophic gastritis the histological examination reveals 
atrophy of the gastric glands and not hypertrophy as 
might be expected. 

{It is not clear in what way this “ new” instrument 
differs from a similar device described by Wood et al. 
as long ago as 1949 (Lancet, 1, 18).] A. Orley 


(O mertone 


69. Secretion of ABH Antigens in Peptic Ulceration and 
Gastric Carcinoma 

E. NewMan, G. S. NatreH, J. E. Auer, and J. A. 
BuCKWALTER. British Medical Journal (Brit. med. J.) 1, 
92-94, Jan. 14, 1961. 7 refs. 


The authors report a study of the secretion of muco- 
polysaccharide blood-group substances in 479 patients 
with duodenal ulcer, 184 with gastric ulcer, and 118 with 
gastric carcinoma admitted to the University of lowa and 
lowa City Veterans Administration Hospitals since 1956. 
The presence of ABH substance in the saliva of each 
patient was sought, employing the isohaemagglutination 
test with anti-H substance prepared from seeds of Ulex 
europaeus and A and B antisera. Controls, numbering 
1,261, consisted of a random sample of hospital staff 
and patients with diagnoses other than those under study. 
The ABO blood group of each patient was determined, 
and the differences between the secretor and non-secretor 
percentages of the patients and controls were examined 
Statistically by the x2 method. 

Comparison of the secretor status of the patients with 
Peptic ulcer and gastric carcinoma with that of the con- 
trols showed a significant increase in the proportion of 
Non-secretors in the group with duodenal ulcer 
(P<0-001). When the secretor status of duodenal-ulcer 
patients divided according to blood group was examined 
it was found that those with blood of Group A (A;, A2) 
showed a statistically significant increase in non-secretion 
as compared with controls of the same blood group 
(x2= 10-364; P<0-01). The secretor status of patients 
with gastric ulcer or gastric carcinoma did not differ 
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significantly from that of the controls. No correlation 
was found between the severity of the disease process 
and the secretor status. T. J. Thomson 


70. The ABO Blood Groups and Peptic Ulceration: a 
Survey of 1,080 Cases on South Tees-side 

E. W. Graname. British Medical Journal [Brit. med. J.] 
1, 95-96, Jan. 14, 1961. 1 fig., 7 refs. 


The author has compared the distribution of ABO 
blood groups among 1,080 patients with proved peptic 
ulcer operated on at the General Hospital, Middles- 
brough, Yorkshire, with that of 4,540 blood donors 
drawn from the same area as shown by an analysis of the 
records of the North of England Blood Transfusion 
Service (Roberts, Heredity, 1953, 7, 361). 

Analysis of 722 cases of duodenal ulcer showed the 
frequency of Group-O blood to be 24-7°% higher than 
in the controls, the respective incidences being 59°% and 
47-33%. There was also a statistically significant de- 
crease in frequency of Group B as compared with the 
controls—a variation of —52:1%. Examination of 232 
cases of gastric ulceration, in 58 of which the ulcer was 
prepyloric and in 171 situated on the lesser curvature of 
the stomach, showed that in the prepyloric group the 
incidence of Group-O blood was 18-7°%% greater than in 
the controls, but this difference was not regarded as 
significant. Of the 171 cases of lesser-curvature ulcer, 
none belonged to Group B, although it might be ex- 
pected that 21 patients, or 12-36°% of the 171 cases, 
would come into this category. This is regarded as 
most significant statistically, as also is the fact that the 
incidence of Group-AB blood exceeded that of the con- 
trols by 161-2°%. 

There were 126 patients in the series with both duo- 
denal and gastric ulcer, and in 104 of these the gastric 
ulcer was on the lesser curvature. Anaiysis of the latter 
group showed the frequency of Group-O blood to be 
38-2°% greater and that of Group-A blood 44:0°% smaller 
than in the controls (P<0-01 in both instances). All 16 
cases of combined duodenal and prepyloric ulceration 
belonged to Group O, as did also the 6 patients with 
combined duodenal and greater-curvature ulcers. 

T. J. Thomson 


71. A Clinical and Statistical Study of the Effect of 
Gastrojejunostomy on Human Gastric Secretion 

H. I. TANKEL, I. E. Gitcespre, D. H. CLARK, A. W. Kay, 
and J. McArtHurR. Gut [Gut] 1, 223-229, Sept., 1960. 
8 figs., 4 refs. 


The authors of this paper from the Western Infirmary, 
Glasgow, and the Royal Infirmary, Sheffield, set out to 
determine the effect of gastrojejunostomy on gastric 
secretion as judged by the volume and the total output 
of acid of both the spontaneous secretion and that after 
the augmented histamine test of Kay (Brit. med. J., 1953, 
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2,77; Abstr. Wid Med., 1954, 15, 130). Any alteration 
produced by the operation could be ascribed either to an 
alteration in the secretory activity of the parietal cells of 
the stomach or merely to reflux or loss through the stoma. 
A series of 17 males suffering from duodenal ulcer 
with pyloric stenosis were subjected to augmented hista- 
mine tests twice preoperatively and on 2 occasions 7 to 
10 days after a posterior gastrojejunostomy had been 
performed. Correlations reaching a significant level 
were found between the preoperative and postoperative 
values for both spontaneous secretion and the aug- 
mented histamine response. The differences between 
the preoperative and postoperative data, where such 
occurred, were of a constant quantity varying within 
limits predictable from the standard deviations. The 
fact that the difference is not dependent on the total acid 
output or its volume preoperatively and is a constant 
suggests that the actual secretory activity of the cells 
remains the same. It seems likely, in the authors’ 
opinion, that the changes in volume and acid output 
after gastrojejunostomy are due to the reflux of fluid in 
2 directions through the stoma, with some neutralization 
and loss. It was also shown that there is no fundamental 
change in the preoperative and postoperative values for 
acid secretion which altered their relationship to one 
another and that the differences are independent of the 
actual secretory values. J. Warwick Buckler 


72. A Comparison between the Effects of Hexametho- 
nium and Atropine in Combination and of Vagotomy 
with Gastrojejunostomy on Human Gastric Secretion 

J. McArtuur, H. I. TANKEL, and A. W. Kay. Gut 
[Gut] 1, 230-236, Sept., 1960. 4 figs., 6 refs. 


In this paper from the Western Infirmary, Glasgow, 
and the Royal Infirmary, Sheffield, the authors report a 
study of 20 male patients with uncomplicated duodenal 
ulcer all of whom were eventually treated by a subdia- 
phragmatic vagotomy and a posterior gastrojejunostomy. 
An augmented histamine test was performed twice pre- 
operatively and once or twice between the 8th and 12th 
days after operation. Before one of the preoperative 
tests each patient was given a mixture of hexamethonium 
bromide, 50 mg., and atropine, 0-325 mg., intramuscu- 
larly. The use of these 2 drugs is referred to as “* medi- 
cal” vagotomy and vagotomy with gastrojejunostomy 
as “surgical” vagotomy. Both forms of treatment 
markedly inhibited the volume and the total acid content 
of the gastric secretion. This inhibition of spontaneous 
secretion was complete in all 20 patients after “* medical ” 
vagotomy, but in only 9 after “surgical ’’ vagotomy. 
After the augmented histamine test, however, significant 
correlations resulted between the groups of responses, 
and the authors demonstrate in effect that “‘ surgical” 
and medical” vagotomy produce a percentage reduc- 
tion in acidity which statistically shows no difference. 
They also show that any difference between ** medical ” 
and “* surgical’ vagotomy is a constant and is indepen- 
dent of gastric secretory activity. The value obtained 
under these experimental conditions was 4:31 mEq. 
compared with 4-94 mEq. after simple gastrojejunostomy. 
The use of regression equations has enabled an estimate 
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of the true reduction from “ surgical” vagotomy to be 
obtained taking into account the effect of the stoma. 
Although the difference between *‘ medical” and “ sur- 
gical ’’ vagotomy in their effect on gastric secretion has 
a 95% confidence limit, this wide span is held to be due 
to the variations which exist from individual to indi- 
vidual, and the correlation is of a sufficiently high degree 
to raise the possibility of using ‘* medical” vagotomy in 
conjunction with the augmented histamine test as a 
method of predicting the likely effect of “ surgical” 
vagotomy. J. Warwick Buckler 


73. Surgery in Bleeding Peptic Ulcers 

J. N. Warb-McQualp, J. C. Pease, A. M. SmitH, and 
R. J. Twort. Gut [Gut] 1, 258-265, Sept., 1960. 48 
refs. 


During a period of 54 years 473 patients were admitted 
to the Mansfield Group of Hospitals suffering from 
haematemesis and melaena. Of this number, 400 (87%) 
had proven or suspected peptic ulceration, and this paper 
reports the results of treatment of these cases, with the 
emphasis on surgical treatment. The remaining 73 
patients included 25 with bleeding oesophageal varices 
and 26 with carcinoma of the stomach or oesophagus or 
one of several blood dyscrasias. Of the 400 patients 
with peptic ulcer, 25 died—an over-all mortality of 6-25°%. 
Emergency surgery was performed in 98 cases (24-5°%). 
Among the first 200 patients admitted 34 (17°%) had an 
emergency operation, with a 4-5°% mortality; the 
corresponding figures for the second 200 patients were 
64 (32%) and 8%. The latter group, however, con- 
tained 41°% of patients over 60 years of age as opposed 
to 34-5% in the first group. Diagnosis was by radiology 
and/or at operation. 

Duodenal ulcers (159) occurred twice as often as gastric 
ulcers (70); 125 patients (31°%) were considered to have 
an acute lesion in that radiology failed to show an ulcer 
3 weeks after admission. The over-all mortality for 
gastric ulcer was 10°% compared with 8-8°% for duo- 
denal ulcer. Those patients thought to be suffering 
from an acute erosion had a mortality of 4:2°%. Only 
3 patients below 60 years of age died (a mortality stated 
to be 1-:2°%), and one of these was suffering from a per- 
foration in addition to bleeding. The group over 60 
years of age, however, had a mortality of 14-5°%. There 
were twice as many men as women in the series, and the 
mortality among the males was °7-6°% compared with 
3-6°%% among the females, who had a slightly higher 
average age. There was no evidence to suggest a 
seasonal incidence of bleeding, but where bleeding 
recurred, as it did in over one-third of the cases, the 
mortality rose from 2-3% to 14:1%. Of the chronic 
ulcers, those situated in the stomach were most prone 
to bleed again (56%). The mortality rates among the 
patients over 60 years of age were 25°%% for chronic 
gastric ulcers and 33°% for both chronic duodenal ulcers 
and acute lesions. 

The 98 patients subjected to emergency operation 
included 37 (55°) of the 70 with chronic gastric ulcer 
and 45 (28%) of the 159 with chronic duodenal ulcer. 
A partial gastrectomy of the Polya type was performed in 
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most of the cases of duodenal ulcer, and the remainder 
had a Billroth-I operation, as did most of the cases of 
gastric ulceration. In the 14 fatal cases postoperative 


‘chest complications and leaking suture lines were the 


main causes of death. Of the 84 survivors from the vari- 
ous surgical procedures, 4 had been readmitted with 
further bleeding before the series was completed and 
one other patient bled at home. Three of the 5 patients 
were males with duodenal ulceration treated by Polya 
gastrectomy; the 2 females had a combination of duo- 
denal ulcer and multiple small-bowel haemangiomata. 

All patients in this series were initially admitted to a 
medical unit, but a surgeon was informed where the 
patient was over 45 years of age or had recurrent bleeding 
or a proven ulcer. Orthodox medical treatment, with 
blood transfusion where indicated, was employed at first, 
accompanied by careful routine assessment and con- 
tinuous observation. The decision to operate was taken 
in consultation with the surgeon and the anaesthetist, 
the fundamental criterion being that the patient would 
bleed to death without surgical intervention. The 
authors admit that they may have been more aggressive 
in their approach to the second 200 cases in the series. 
The age divisions they adhere to when considering 
surgery are 40 (where an operation would be performed 
immediately if the patient had a gastric ulcer) and 55 
(where it would be similarly immediate in patients with 
gastric or duodenal ulceration of some chronicity or if 
the bleeding were recurrent). Where the history is 
short or atypical, surgery is not performed unless the 
bleeding is persistent or recurrent. 

J. Warwick Buckler 


74. Placebo Effect in Peptic Ulcer and Other Gastro- 
duodenal Disorders. [In English] 

H. BACKMAN, H. KALLioia, and G. OsTLInG. Gastro- 
enterologia [Gastroenterologia (Basel)| 94, 11-20, 1960. 
19 refs. 


Every year many new drugs are reported to have bene- 
ficial effects in the treatment of peptic ulcer. In one 
review of the literature 313 methods of treatment were 
found to have been reported in a 10-year period. It is 
therefore surprising that fully controlled trials are so 
seldom employed. In the present: study, reported from 
the General Hospital, Mikkeli, Finland, the extent of 
symptomatic relief following administration of an anion 
exchange resin (polyaminostyrene) was compared with 
that obtained with a placebo (lactose). Of the 200 
Patients included in the trial, the experiments were 
completed in 170—64 with gastric ulcer, 33 with duodenal 
ulcer, and 73 with gastro-duodenal dyspepsia. Patients 
were given each preparation for one week, and the effect 
was assessed by the patient’s account of his symptoms 
at the end of each week; equal numbers were given the 
tresin or the placebo first. The tablets were made up 
to appear identical, and neither the patient nor the doctor 
in charge knew which drug the patient had had in a 
given week. Of the 170 patients who completed the 
trial, 116 (68°%) reported some improvement with the 
tesin and 123 (73°%) some improvement with the lactose, 
and equally similar proportions were greatly improved 
and symptom-free. In view of this similarity, it is 


thought that the effect of both drugs (in the dosage given) 
should be regarded as equivalent to a placebo effect. 
On this basis a placebo effect could be detected in one 

or other week in 92°%% of the patients. Richard Doll _ 


75. Treatment of Gastroduodenal Ulcer and Certain 
Digestive Disorders with Mucosal Enzyme Substrates 

H. T. Ketty. American Journal of Gastroenterology 
[Amer. J. Gastroent.| 34, 589-600, Dec., 1960. 14 refs. 


Details are given of a method of treating gastro-duo- 
denal ulcer by attempting to influence the acid—base 
equilibrium of the gastric and duodenal mucosa. The 
treatment is based upon the action of the enzyme carbonic 
anhydrase, which catalyses carbon dioxide to provide 
hydrogen ions for the acid-secreting cells, and that of 
urease, which catalyses urea to form ammonium ions, 
which neutralize acid. The treatment consisted in the 
oral administration of ** carbamine ”’, a compound which 
contains carbamide (urea) and provides exogenous urea 
and carbon dioxide [but its exact composition is not 
stated]; the dosage was a heaped teaspoonful given in 
water four times a day for 6 weeks. This substance was 
given to 200 patients in private practice suffering from 
gastro-duodenal ulcer and “hiatus hernia, gastritis, 
duodenitis, oesophagitis, hypermotility, duodenal diverti- 
culitis, and cholecystitis”. It is stated that of 72 cases 
of confirmed duodenal ulcer, this treatment produced 
excellent to good relief in 55, fair relief in 9, and poor 
or no relief in 8, while subsequent radiography showed 
complete healing of the ulcer in 58, in 19 of whom, 
however, ulcer symptoms later recurred. No side- 
effects were noted in any patient. 

[The study is claimed to cover 7 years, but the 5 illus- 
trative case histories presented and the details of the 
follow-up appear to cover only 106 patients and are not 
given in full. The treatment of peptic ulcer with pre- 
parations of urea is not a new conception, and this paper 
does not appear to provide exact evidence of its value.] 

Thomas Hunt 


LIVER AND GALL-BLADDER 


76. Renal Excretion of Water, Sodium and Potassium 
in Cirrhosis of the Liver 

A. Rivera, J. C. Pena, C. BARCENA, S. RANGEL, and F. 
Dies. Metabolism: Clinical and Experimental [Meta- 
bolism] 10, 1-17, Jan., 1961. 4 figs., 25 refs. 


At the National Institute of Nutrition, Mexico, the 
authors have studied water, potassium, and sodium 
metabolism in 7 patients with hepatic cirrhosis and ascites. 
The patients were observed in a metabolic ward while a 
constant diet was maintained, this being varied only in 
respect of the amount of sodium and water added so that 
the effect of regimens of high- and low-sodium intake 
(15 and 185 mEq. per 24 hours respectively) and forced 
and low-fluid intake could be investigated. 

It was noted that patients with ascites could be in 
one of three stages in respect of their ability to handle 
sodium and water; thus those in Stage 1 were unable to 
excrete sodium or water, and sodium loading led to 
gain in weight, increasing fluid retention, and no increase 
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of sodium excretion in the urine, this being accompanied 
by a similarly low potassium excretion. Overhydration 
also resulted in increase in weight and a low potassium 
excretion. Such patients could be shown to improve to 
a stage (Stage 3) in which there was excretion both of 
an increased water load and sodium load and a rise in 
urinary potassium excretion; in this stage the accumula- 
tion of ascites lessened. The intermediate stage (Stage 2) 
was seen in only one of the 7 patients; in this stage, 
although there was a low, fixed urinary sodium output 
irrespective sodium intake, there remained the ability 
to deal with and to excrete “ free water ”’ on a low sodium 
intake. This study thus confirms that the metabolism of 
electrolytes and that of water are not the same during 
all stages of the evolution of the cirrhotic patient with 
ascites. Patients showing an ability to excrete free water 
are more likely to progress to Stage 3. 

The avid retention of sodium by the proximal renal 
tubules in Stage 1 was associated with low urinary 
excretion of potassium because of the low levels of sodium 
in the distal tubules available for exchange with potas- 
sium. A rise in the sodium content of the distal tubules 
in Stage 3 allowed cation exchange to proceed more fully, 
with a resulting higher urinary potassium excretion. 
The reason for the reversible lesion giving rise to avid 
sodium absorption by the proximal tubules is discussed 
and it is considered that probably more than one factor 
is oOperative—certainly aldosterone plays some part. 
The existence of Stage 2 may be difficult to prove; the 
authors suggest that it may be intermittent during any 
24-hour period, for it was shown to be present only at 
night in the one patient studied while in this stage. 

A. E. Read 


77. The Fever of Laennec’s Cirrhosis 

W. A. Tispace and G. Kiatskin. Yale Journal of 
Biology and Medicine [Yale J. Biol. Med.| 33, 94-106, 
Oct., 1960 [received Jan., 1961]. 4 figs., 31 refs. 


The authors have investigated the occurrence of fever 
in a group of 150 patients with alcoholic cirrhosis ad- 
mitted to the Grace~-New Haven Community Hospital, 
New Haven, Connecticut, in the period 1948-59. Of 
the 150 patients, 80 were found to be febrile, but 58 of 
these patients had no infection to account for this finding. 
In most cases the fever was low-grade, but a few had 
strikingly high temperatures (above 103° F. or 39-55° C.). 
In over half the patients with fever it persisted for 2 
weeks or more. In the febrile group females were more 
numerous despite the over-all male preponderance and 
were mostly under 50 years of age, many being in their 
late twenties or early thirties. 

Most pyrexial patients had impressive evidence of 
liver damage with hepatomegaly, jaundice and hepatic 
tenderness being common findings. Laboratory examin- 
ation confirmed the more severe degree of liver-cell 
disease in these patients, two-thirds of whom had a 
leucocyte count exceeding 10,000 per c.mm. A high 
serum alkaline-phosphatase content was found in 60°%% of 
this group, while only 28°, of the afebrile group had this 
finding. 

Histologically, the most impressive finding in the 
Pyrexial group was the advanced degree of hepatocellular 
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damage, with parenchymal infiltration by polymorpho- 
nuclear leucocytes in the zones of active necrosis. In 
the 22 cases in this group with evidence of infection the 
most common causes were urinary-tract infection and 
pulmonary sepsis, and 6 patients had acute bacteriaemia, 
In this group in which pyrexia was secondary to infection 
males predominated, and the fever was often high and of 
short duration. Of a group of 25 patients with uncom- 
plicated postnecrotic cirrhosis, only 3 had fever. 

In discussing the causes for the pyrexia which occurs 
in histologically active but uncomplicated cirrhosis the 
authors mention the possible part played by disordered 
temperature regulation, cryptic bacterial infections, and 
disordered conjugation of certain pregnane steroids. On 
the whole, they feel that liver-cell damage is the most 
likely cause of the pyrexia. A. E. Read 


78. The Use of Cholecystokinin to Test Gall Bladder 
Function in Man 

P. Burton, A. A. Harper, H. T. Howat, J. E. Scott, 
and H. Vartey. Gut [Gut] 1, 193-204, Sept., 1960. 
8 figs., 36 refs. 


In this report from Manchester Royal Infirmary and 
King’s College Medical School, Newcastle upon Tyne, 
various tests of gall-bladder function are described, and 
the secretin test is considered in detail. In normal sub- 
jects an injection of secretin causes the sphincter of Oddi 
to contract and, after an initial flow of bile (which is 
recovered by duodenal intubation) the bilirubin content 
of the duodenal fluid falls to a very low level. After 
30 to 40 minutes the sphincter relaxes and bile again 
flows into the duodenum; there are several variants of 
this response. When the gall-bladder is not functioning 
properly bile flows continuously into the intestine; if 
there is complete biliary obstruction biie is of course 
absent. In the method employed in this study the sub- 
jects fasted for 12 hours and a duodenal tube was then 
passed. After control specimens of duodenal fluid had 
been obtained secretin was injected and further specimens 
of fluid were collected. About 25 minutes after the 
secretin injection pancreozymin was injected and the 
duodenal contents aspirated for a further 30 minutes. 
The authors put forward evidence in favour of the pre- 
sence of cholecystokinin in the preparation of pancreo- 
zymin used in these experiments. In many of the present 
cases cholecystography was also carried out. 

In 29 normal subjects secretin produced a progressive 
enlargement of the radiographic shadow of the gall- 
bladder lasting for some 30 minutes. The volume of 
duodenal fluid recovered by aspiration increased as a 
result of pancreatic stimulation, but the output of bili- 
rubin was low, though there was a slight increase with a 
peak at about 7 minutes after the injection. Pancreo- 
zymin produced an increase both in the volume of fluid 
and bilirubin output. In the test the effect of pancreo- 
zymin (cholecystokinin) followed that of secretin; the 
volume of duodenal fluid usually showed two large peaks, 
while bilirubin output showed a small peak followed by a 
large peak. After cholecystectomy (performed on 14 
patients) secretin induced a flow of liver bile into the 
duodenum throughout the test, but pancreozymin did 
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not affect bilirubin output. In 27 patients with disease 
of the gall-bladder there were differences in the results 
according to the degree of gall-bladder dysfunction. In 
5 patients with primary carcinoma of the bile ducts there 
was no bilirubin in the duodenal fluid, and in 19 with 
carcinoma of the pancreas the response to the test varied. 
The practical value of the test in the investigation of gall- 
bladder disease is discussed. W. H. Horner Andrews 


INTESTINES 


79. Treatment of Diarrhea with a Combined Enteral 
Hydrosorbent and Motility Inhibitor 

S. S. Gi-BerT, I. R. Schwartz, and M. J. MATZNER. 
American Journal of Gastroenterology [Amer. J. Gastro- 
ent.] 34, 619-624, Dec., 1960. 4 refs. 


The authors report from Kings County Hospital and 
the Jewish Hospital, Brooklyn, New York, the use of a 
preparation called “ sorboquel” in the symptomatic 
treatment of diarrhoea. Three or four tablets of this 
substance given daily were found to reduce the frequency 
of the stools and to make them less watery in 49 (92-5%) 
of 53 cases of acute diarrhoea (gastro-enteritis, enteritis, 
postantibiotic diarrhoea), while of 67 patients suffering 
from ulcerative colitis and other chronic forms of diar- 
rhoea, good results were achieved in 52 (789%). No side- 
effects were noted in the acute cases, but dry mouth and 
difficult urination occurred in “several” of the long- 
term cases which were treated for periods of 2 to 11 
months. 

Each tablet of sorboquel contains 0-5 g. of polycarbo- 
phil, a hydrosorptive polymer with high water-binding 
capacity, and 15 mg. of thihexinol methylbromide, a 
parasympatholytic agent which acts mainly as an in- 
hibitor of gastro-intestinal movement without depression 
of gastric secretion. The authors regard this combina- 
tion as a useful and well tolerated adjuvant in the sympto- 
matic treatment of diarrhoea. Thomas Hunt 


80. The Effect of Diphenoxylate Hydrochloride on 
Diarrhea 

M. Mero and C. H. Brown. American Journal of 
Gastroenterology [Amer. J. Gastroent.] 34, 625-630, Dec., 
1960. 5 refs. 


The antidiarrhoeal agent “lomotil’’ (R-1132) is 
diphenoxylate hydrochloride, which is related to meperi- 
dine hydrochloride and in rats has been shown to inhibit 
gastro-intestinal motility. The authors here report from 
the Cleveland Clinic, Ohio, the use of this substance in a 
series of 80 patients who were suffering from diarrhoea 
due to various causes; it was given only for sympto- 
matic treatment of the diarrhoea and in the 36 patients 
with ulcerative colitis was accompanied by drugs such 
as “ azulfidine ’’, steroids, or “librium”. Side-effects 
were noted in 12 patients and consisted of abdominal 
cramp, rash, and nausea, but no evidence of addiction 
was observed. 

An excellent response was obtained in 64 of the 80 
patients and the drug appeared to increase the effect of 
other therapy. 


[The value of lomotil over other intestinal inhibitors 
is not easy to assess from the short account given in this 
papet, since it is difficult to estimate the part played 
by the drug and that by other variable factors present 
in the different types of conditions treated.] 

Thomas Hunt 


81. Ulcerative Colitis Provoked by Milk 
S.C. TrueLove. British Medical Journal (Brit. med. J.] 
1, 154-160, Jan. 21, 1961. 3 figs., 9 refs. 


The author has observed that some patients with ulcera- 
tive colitis respond favourably to withdrawal of milk and 
milk products from the diet, and that the reintroduction 
of these may precipitate an exacerbation of the disease. 
The case histories of 5 such patients admitted to the 
Radcliffe Infirmary, Oxford, are given in detail. To 
study this phenomenon the author regards the deliberate 
provocation of attacks by the reintroduction of milk in- 
to the diet as justifiable, as these can be kept under con- 
trol by the combined systemic and local administration 
of corticosteroids. R. Schneider 


82. Ulcerative Colitis: a Follow-up Investigation with 
Mucosal Biopsy Studies ; 

A. P. Dick and M. J. Grayson. British Medical Journal 
(Brit. med. J.] 1, 160-165, Jan. 21, 1961. 1 fig., 16 refs. 


A recent follow-up study has been carried out at 
Addenbrooke’s Hospital, Cambridge, on 65 patients from 
a group of 94 with ulcerative colitis who had been under 
the care of one of the authors between 1949 and 1954. 
A sigmoidoscopy and a biopsy of the colonic mucosa 
were carried out in 62 of the cases. Nineteen of the 
patients still had symptoms, and in all of these the sig- 
moidoscopic appearance of the colonic mucosa was 
abnormal, though in one case the histological appearance 
was normal. Of the 43 patients who had no symptoms, 
the sigmoidoscopic appearance of the mucosa was still 
abnormal in 24 and the histological appearances ab- 
normal in 30. The histological investigation, however, 
was not always the more subtle test. Of the 43 cases 
in which an abnormal mucosa was found on sigmoidos- 
copy, 4 did not show any histological changes. . 

R. Schneider 


83. Human Colonic Motility: a Comparative Study of 
Normal Subjects, Patients with Ulcerative Colitis, and 
Patients with the Irritable Colon Syndrome. I. Resting 
Patterns of Motility 

N. A. CHAUDHARY and S. C. TRUELOVE. 
ology [Gastroenterology] 40, 1-17, Jan., 1961. 
11 refs. 


In this and the following two papers [Abstracts 84 
and 85] the authors report a study of the motility of the 
colon which they carried out at the Radcliffe Infirmary, 
Oxford. Changes in pressure in the sigmoid colon were 
recorded by means of 3 water-filled polythene tubes 
introduced through a sigmoidoscope, which was re- 
moved before recording was started. The tubes were 
open-ended, and the tip of each was enclosed in a metal 
cuff which permitted the position of the tubes to be deter- 
mined radiologically. Pressure changes were recorded 
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continuously for one hour on a suitable recording appara- 
tus. Biopsy specimens were also examined in patients 
with ulcerative colitis to confirm the presence of inflamma- 
tion and its severity, and in patients with irritable colon 
to confirm the absence of inflammatory changes. A 
barium-enema examination was made in every case a 
few days after the recording. 

The resting pattern in the 23 normal subjects studied 
varied from one subject to another. Irregular periods 
of activity were seen, either with a single wave or with a 
series of smaller waves of low amplitude and short dura- 
tion. The simple waves were all associated with positive 
changes in pressure. The waves could not be classified 
into the three types previously described in the literature. 

Among the 46 patients with irritable colon there 
appeared to be 2 distinct groups: those with diarrhoea 
had patterns similar to the normal ones, possibly less 
active when symptoms were present; those with colonic 
spasm had more activity and larger waves when there were 
symptoms, but normal tracings when they were symptom- 
free. 

The patterns of the 36 patients with ulcerative colitis 
depended on the severity and activity of the disease. 
Patients with severe disease had a normal frequency of 
waves, but a larger proportion of waves of greater ampli- 
tude; those with mild disease had more activity than 
normal; those with symptom-free but still active disease 
had reduced motility; and patients whose disease was 
completely quiescent had normal activity. 

In 5 patients with a colostomy the motility near the 
colostomy was essentially the same as that in the sigmoid 
colon. A cineradiographic study of 2 patients with 
ulcerative colitis, 3 with irritable colon, and 2 normal 
subjects showed: (1) that a pressure wave was associ- 
ated with movement of the tip of the tube; (2) that the 
amount of movement was in direct proportion to the size 
of the wave; and (3) that with the large waves the con- 
tents of the colon were moved on into the next part of 
the bowel. A. Gordon Beckett 


84. Human Colonic Motility: a Comparative Study of 
Normal Subjects, Patients with Ulcerative Colitis, and 
Patients with the Irritable Colon Syndrome. II. The 
Effect of Prostigmin 

N. A. CHAUDHARY and S. C. TRUELOVE. Gastro- 
enterology [Gastroenterology] 40, 18-26, Jan., 1961. 
4 figs., 20 refs. 


Continuing their study of colonic motility [see Abstract 
83] the authors investigated the effects of intramuscular 
injections of 1 mg. of neostigmine methylsulphate, which 
inhibits acetylcholinesterase with maximal action on the 
gastro-intestinal tract. In 16 normal subjects the num- 
ber of waves was double that at rest, the frequency of 
waves of all amplitudes being increased, but especially 
that of the largest ones. After neostigmine injection 
the pattern resembled very closely the resting pattern of 
patients with spastic colon. 

The 11 patients with spastic colon with symptoms 
showed brisk activity—only a slight increase in the num- 
ber of smaller. waves, but a progressively larger increase 
in waves of greater amplitude, with considerable excess 


of medium-duration waves. In the period after neo. 
stigmine injection the pattern became quite bizarre. 
The 9 patients with spastic colon in a quiescent phase, 
who had a normal resting pattern, gave a much more 
marked response than did the normal subjects, but they 
did not develop as many waves of highest amplitude as 
did patients with symptoms. In 15 patients with 
diarrhoea there was more activity after neostigmine injec- 
tion than in the normal subjects, although their resting 
patterns showed normal or reduced activity. 

The changes after neostigmine injection in 35 patients 
with ulcerative colitis were normal except in the severe 
cases, where there was a high preponderance of waves of 
high amplitude and long duration, although such waves 
were less numerous than in patients with spastic colon 
at the stage of symptoms. 

The authors suggest that in patients with spastic colon 
the colon may be more responsive to a stimulus which 
has only a slight effect on the normal colon, though they 
do not rule out the possibility that there may be more 
parasympathetic activity in this condition. The nega- 
tive findings in ulcerative colitis are considered to be 
against the theory that this disease is due to excessive 
bombardment of the colon with parasympathetic 
impulses. A. Gordon Beckett 


85. Human Colonic Motility: a Comparative Study of 
Normal Subjects, Patients with Ulcerative Colitis, and 
Patients with the Irritable Colon Syndrome. III. Effects 
of Emotions 

N. A. CHAUDHARY and §S. C. TRUELOVE. Gastro- 
enterology [Gastroenterology] 40, 27-36, Jan., 1961. 
2 figs., 25 refs. 


In Part III of this investigation [see Abstracts 83 
and 84] the authors studied the effect of emotion on the 
motor activity of the colon. The method used was to 
discuss with the patient a variety of topics, including any 
which appeared to be relevant to his illness, while simul- 
taneously recording the colonic pressure. 

Of the 16 normal subjects tested, 4 showed an increase 
in colonic motility when certain topics only were dis- 
cussed. Of the 38 patients with the irritable colon syn- 
drome, 11 showed an alteration in motility patterns 
during such discussions; of possible significance was the 
fact that 9 of the 23 at the stage of symptoms had a 
changed pattern compared with only 2 of the 15 at the 
symptom-free stage. Nine of the 32 patients with 
ulcerative colitis had an increase in colonic motility 
during these discussions, the change being greater when 
the disease was more severe. Sometimes considerable 
pressure changes were recorded. Several of those with 
irritable colon or ulcerative colitis showed an obvious 
emotional reaction when the specific topic which pro- 
duced colonic hyperactivity was discussed, whereas in 
the normal subjects there was no such outward sign 
of distress. 

Although the authors consider that these changes are 
important in ulcerative colitis in that the big waves 
may cause damage to an inflamed and friable colon, 
they believe that some other factor may also be present. 

A. Gordon Beckett 
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86. The Anterior Tibial Syndrome. (La sindrome 
della tibiale anteriore) 

M. S. Det Buona and M. MuUMENTHALER. Radiologia 
medica {Radiol. med. (Torino)| 46, 1022-1043, Nov., 
1960 [received March, 1961]. 19 figs., 31 refs. 


The anterior tibial syndrome is caused by ischaemic 
necrosis of the extensor muscles of the foot and toes in 
the anterior tibial compartment and usually occurs as a 
result of excessive and prolonged physical exercise, local 
trauma, or interference with the blood supply. The two 
factors of aetiological importance are (1) the fact that 
the anterior tibial artery behaves as a terminal artery, 
having poor anastomoses, and (2) that the muscles sup- 
plied by it are enclosed in acompartment. Thesyndrome 
can therefore occur if there is any reduction in the blood 
flow to the area; such reduction may be due either to a 
primary arterial condition, or may result if an increase 
in volume of the contents of the anterior tibial com- 
partment, such as muscular hypertrophy following hyper- 
activity, leads to raised pressure and capillary occlusion. 

Plain radiographs may reveal fractures and callus 
formation affecting nearby arteries. In regard to arterio- 
graphy, the authors advise the initial performance of 
percutaneous retrograde abdominal aortography on 
the normal side, followed if necessary by a femoral 
arteriography on the affected side. These examinations 
will demonstrate arterial disease if present, but in cases 
of raised pressure in the anterior tibial compartment the 
findings may be normal. Early diagnosis of the syn- 
drome is essential, since intervention in the first 24 to 48 
hours may prevent irreversible changes. Eight case 
histories are described. E. Giordani 


87. Treatment of Heart Disease Associated with 
Myxedema 

F. R. KEATING Jr., T. W. PARKIN, J. B. SELBY, and L. S. 
DickINsOoN. Progress in Cardiovascular Diseases (Progr. 
cardiov. Dis.] 3, 364-381, Jan., 1961. 3 figs., 44 refs. 


The nature of the cardiovascular abnormalities occur- 
ring in myxoedema and the treatment of the patient with 
“ myxoedema heart” are discussed in this paper from 
the Mayo Clinic. It is pointed out that cardiac catheter- 
ization in patients with myxoedema usually reveals a 
reduction in cardiac output which may or may not parallel 
the reduction in total oxygen consumption. Patho- 
logically, pericardial effusion, cardiomegaly, myocardial 
ischaemia, and, less commonly, congestive failure may 
occur. The electrocardiographic manifestations of myx- 
oedema include bradycardia, low-voltage QRS waves, 
flattened or inverted T waves, and, more rarely, right 
bundle-branch block. 

Discussing the treatment of myxoedema associated 
with angina the authors state that an analysis of the 
records of 1,503 patients with myxoedema showed that 
55 had angina pectoris before thyroid therapy was started, 


and of these, 21 were improved after treatment, 25 were 
unchanged, and 9 became worse. In 35 patients angina 
developed only after thyroid therapy was instituted; the 
mean age of the patients in this group was higher than 
that of the former group. Of the thyroid preparations 
available for replacement therapy, desiccated thyroid had 
the disadvantages of variable potency and inconstant 
action, and thyroglobulin had no significant advantage 
over dried thyroid. Synthetic sodium L-thyroxine was 
chemically pure, reliable, and predictable in action, while 
L-triiodothyronine was very rapid in action and the most 
potent drug available. The importance of starting with 
small doses of a thyroid preparation and increasing the 
dose by small increments at intervals of several weeks is 
emphasized, especially when there is evidence of pre- 
existing coronary atherosclerosis, since thyroid medica- 
tion may aggravate angina or even precipitate myocardial 
infarction. In some patients with angina a euthyroid 
state cannot be tolerated and only partial replacement 
therapy is possible. The authors suggest that assess- 
ment of the response to thyroid therapy should be based 
on the basal metabolic rate, since serum protein-bound 
iodine levels tend to be unreliable, particularly with 
triiodothyronine therapy. 

It is concluded that the treatment of patients with 
myxoedema and cardiac involvement does not differ 
basically from that of myxoedematous patients without 
heart disease, but extra caution is necessary when 
coronary atherosclerosis is present. Gerald Sandler 


88. Cardiac Lesions in Reiter’s Disease 
G. W. Csonka, J. W. Litcuriecp, J. K. Oates, and R. R. 
Witicox. British Medical Journal [Brit. med. J.) 1, 
243-247, Jan. 28, 1961. 7 figs., 19 refs. 


The acute arthritis which is an outstanding feature of 
Reiter’s disease and thus suggests some resemblance to 
rheumatic fever has prompted several investigators to 
search for cardiac lesions. In this paper the authors 
describe, from St. Mary’s Hospital, London, 3 cases of 
Reiter’s disease, all in males, in which aortic incom- 
petence subsequently developed. The first patient, a 
West Indian, having at the age of 29 contracted gonor- 
rhoea, had his first attack of Reiter’s disease at the age of 
38, when he developed pericarditis and a harsh apical 
systolic murmur, the electrocardiogram (ECG) showing a 
prolonged P-R interval of 0-28 second. When seen 4 
years later there was evidence of aortic incompetence, the 
patient having, in the intervening period, had several 
attacks of polyarthritis (one of which was treated by 
corticosteroids) and one of gonorrhoea; the latter had 
responded to penicillin, but was followed by a further 
attack of non-specific urethritis. The second patient 
also developed Reiter’s disease after contracting gonor- 
rhoea, in 1940 at the age of 27. When examined in 1959, 
having then been suffering from dyspnoea of effort for 
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about one year, he was found to have aortic incompet- 
ence. The ECG showed the P-R interval to be 0-28 
second. The third patient developed Reiter’s disease 8 
years after an attack (in 1927) of gonorrhoea, which was 
followed by recurrent attacks of iritis. In 1957, when 
he was 53, he was found to have aortic incompetence, 
the P-R interval being 0:24 second. He was observed 
for a further 3 years, during which time he has had two 
further attacks of iritis, but his cardiac condition remains 
unchanged. 

The authors also describe the case of a woman aged 
50 who died in cardiac failure due to aortic incompetence 
which had been first diagnosed 5 years previously. This 
patient had had transient arthritis, iritis, and cervicitis, 
but the diagnosis of Reiter’s disease could not be definitely 
established. Post-mortem examination revealed ather- 
oma and thickening of the intima of the aorta and 
thickening of the adventitia with endarteritis, changes 
which are usually ascribed to the late effects of syphilis 
and rheumatic endocarditis. (The 3 male patients 
described were discovered as a result of a long-term study 
of 215 cases of Reiter’s disease.) H. F. Reichenfeld 


89. Pulmonary Artery Banding. A Treatment for 
Infants with Intractable Cardiac Failure Due to Inter- 
ventricular Septal Defects 

H. M. ALBERT, R. L. Fowcer, C. C. CRAIGHEAD, B. A. 
Giass, and M. Atik. Circulation [Circulation] 23, 16- 
20, Jan., 1961. 3 figs., 5 refs. 


The surgical management of 20 infants, aged 3 weeks 
to 18 months, with intractable cardiac failure due to 
interventricular septal defects is described in this paper 
from Louisiana State University School of Medicine, 
New Orleans. Of the 20 infants, 19 derived benefit from 
and survived a procedure in which partial occlusion at 
the base of the pulmonary artery produced stenosis of 
60°% to 80°% of the original lumen. The technique was 
as follows. The pericardium was opened widely to 
expose the pulmonary artery, which was encircled with 
umbilical tape passed through a Rummel tourniquet. 
With No. 19-gauge needles inserted into the pulmonary 
artery and right ventricle to monitor pressure changes, 
the ligature on the artery was gradually tightened until 
pressure in the vessel fell to within normal limits. Once 
the desired gradient was achieved, the tape was fixed in 
position by silk ligation at the point of the tourniquet. 

The postoperative course was smooth, rapid control 
of heart failure was achieved, and after a stabilizing 
period of 3 months the infants showed normal growth. 
The authors consider that after 3 to 5 years the septal 
defect should be closed and the size of the pulmonary 
artery restored. C. A. Jackson 


90. Chronic Idiopathic Pericardial Effusion: with 
Special Reference to the Development of Constrictive 
Pericarditis 

J. Scueuer. Circulation [Circulation] 21, 41-48, Jan. 
[received Nov.], 1960. 5 figs., 19 refs. 


Writing from the Mount Sinai Hospital, New York, 
the author draws attention to the possible development 
of constrictive pericarditis as a sequel to chronic idio- 


pathic pericardial effusion, basing his remarks on q 
careful assessment of one case recently observed person- 
ally and on an analysis of 18 similar cases reported in the 
literature. The clinical features and treatment are fully 
discussed. The author’s own case, described in great 
detail, occurred in a negro woman aged 49 who had had 
chronic pericardial effusion for at least 6 years, associ- 
ated with asymptomatic hypertension, cardiomegaly, 
persistent right-sided heart failure, and hepatomegaly, 
As several pericardiocenteses proved to be of little 
lasting value a pericardiectomy was performed, with 
satisfactory results. This operation was also beneficial 
in 12 of the 16 published cases so treated. 

The occurrence of idiopathic pericardial effusion is 
rather rare, and the diagnosis may be difficult. Sus- 
picion should be aroused, however, when a _ patient 
presents with predominantly right-sided congestive heart 
failure, associated with a large cardiac silhouette, in the 
absence of typical features of congenital, arteriosclerotic, 
or rheumatic heart disease. When pericardial effusion 
has been demonstrated withdrawal of some of the fluid 
and its replacement by 150 to 200 ml. of air will help to 
clarify the x-ray picture. From the aetiological point 
of view a pericardial biopsy is sometimes useful. Since 
the course of chronic pericardial effusion is unpredictable, 
the diagnosis should be made as early as possible, before 
severe hepatic damage or constrictive pericarditis ensues, 
the treatment recommended being partial pericardiec- 
tomy, baring the anterior and lateral aspects of the 
heart. P. T. O'Farrell 


91. Maternity and Myocardial Failure in African 
Women 

H. Serre and M. Susser. British Heart Journal {Brit. 
Heart J.) 23, 43-52, Jan., 1961. 36 refs. 


Under the term “ peri-partum myocardial failure” 
the authors describe 23 episodes of idiopathic heart 
failure associated with maternity. The episodes occurred 
in 22 African negro women (one woman experienced 2 
episodes) seen between 1953 and 1957 at Baragwanath 
Hospital, Johannesburg. 

The time relationship between the onset of failure and 
maternity specifically in the last trimester of pregnancy 
and in the post-partum period was established. The 
condition was found to be by far the commonest type of 
idiopathic myocardial failure in negro women before the 
menopause in Johannesburg. There was a significant 
relationship between the incidence of heart failure on the 
one hand and high parity, high child-bearing age. and 
twinning on the other. The clinical picture was that of 
congestive failure. In most cases the onset was gradual, 
but in 3 cases in the series it was acute with dyspnoea and 
pulmonary oedema. If ventricular hypertrophy was not 
present the condition was rapidly reversible, but in the 
presence of hypertrophy recovery was more gradual: in 
patients with persistent cardiomegaly the prognosis was 
serious. An unfavourable prognosis was significantly 
related to high age and to parity. Long-continued lac- 
tation and subsequent pregnancies also had an adverse 
effect. In patients with early onset who received prompt 
medical attention the prognosis was good. 
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The cases were divided into three groups according to 
the presence or absence of ventricular hypertrophy and 
the persistence of an enlarged heart. The condition in 
many of the cases resembled the “ nutritional ” cardio- 
myopathy described by Gillanders (Brit. Heart J., 1951, 
13, 177; Abstr. Wld Med., 1951, 10, 166) in respect of 
the age incidence, distribution among negroes living in 
poor social conditions, and, when cardiomegaly per- 
sisted, in the clinical features and the course of the disease. 
Necropsy in 3 cases revealed cardiac enlargement due to 
hypertrophy and dilatation; it is pointed out that most 
of the necropsy reports coming from the Southern States 
of the U.S.A., where peri-partum heart failure occurs in 
negroes, emphasize dilatation rather than hypertrophy. 

A. J. Karlish 


92. Clinical Applications and Untoward Reactions of 
Chelation in Cardiac Arrhythmias 

A. SoFFER, T. ToriBARA, D. Moore-Jones, and D. 
Weser. Archives of Internal Medicine [Arch. intern. 
Med.| 106, 824-834, Dec., 1960. 4 figs., 18 refs. 


The authors of this paper from the University School 
of Medicine and Dentistry and the General Hospital, 
Rochester, New York, describe an investigation designed 
to determine whether the calcium-binding properties of 
the disodium salt of ethelenediamenetetraacetic acid 
(EDTA) are of value in the treatment of cardiac arrhyth- 
mias. A group of 43 patients (13 male and 30 female) 
received intravenous transfusions of the drug, which was 
diluted in 500 or 1,000 ml. of 5°% glucose in water, in a 
dosage of 0:5 to 4 g. over periods ranging from 30 
minutes to 4 hours. The majority of the patients had 
atherosclerotic heart disease with various arrhythmias, 
including auricular fibrillation, heart block, and nodal 
rhythm. Digitalis intoxication was present in 11. Of 
18 patients with sinus rhythm, 13 experienced a slowing 
of the heart rate during transfusion; it is pointed out, 
however, that if the infusion is given too rapidly there 
may be an increase in the rate. Of 13 patients with 
ventricular premature contractions, EDTA abolished or 
markedly diminished the contractions in 9. In 2 
patients with digitalis intoxication and heart block there 
was reversion to sinus rhythm a short time after EDTA 
administration. 

The serum calcium level (determined by the method 
of Clark and Collip with the pH adjusted to 5) fell an 
average of 1-3 mg. per 100 ml. after 2-5 to 3 g. of EDTA 
had been given. The average rise in the QTc was 0-04 
second. There was a rise in the urinary excretion of 
calcium in all 6 cases in which this value was determined. 
Side-effects included some circumoral paraesthesiae, a 
burning pain over the transfusion site, and, in 12 out of 
18 patients observed, a fall in blood pressure. One 
patient had a convulsion, but was later found to have a 
brain tumour; in this case the infusion of EDTA was 
probably given too fast. In 6 of the 11 cases of digitalis 
intoxication EDTA abolished the arrhythmia. Ven- 
tricular tachycardia not due to digitalis overdosage was 
abolished in only one case. 

It is concluded that the transient hypocalcaemia pro- 
duced by the drug appears to be useful in some cases of 
cardiac arrhythmia. G. S. Crockett 


93. The Erythrocyte Sedimentation Rate in Heart 
Failure. [In English] 

E. H. O. Parry. Acta medica Scandinavica [Acta med. 
scand.} 169, 79-85, Jan., 1961. 2 figs., 22 refs. 


At the National Heart Hospital, London, the author 
studied the factors which influence the erythrocyte 
sedimentation rate (E.S.R.) in heart failure, the relation- 
ship of the E.S.R. to the plasma protein fractions, and 
the value of the E.S.R. in the management of patients 
with heart failure. A normal E.S.R. was the rule in 
congestive heart failure without complications; in left 
ventricular failure high values were as common as nor- 
mal ones. Severe, protracted, or terminal heart failure 
retarded the E.S.R. No definite correlation was found 
between the behaviour of the E.S.R. and the height of the 
jugular venous pressure or the presence of tricuspid 
incompetence. It was also found that changes in the 
plasma fibrinogen and serum globulin levels did not 
parallel changes in the E.S.R. and that increase in the 
serum globulin fractions did not depend on the type of 
failure or its complications. T. Semple 


BACTERIAL ENDOCARDITIS 


94. Study of Bacterial Endocarditis: Comparisons in 
Ninety-five Cases 

C. K. FriepBerGc, H. M. GoLpMan, and L. E. Fiep. 
Archives of Internal Medicine [Arch. intern. Med.| 107, 
6-15, Jan., 1961. 11 refs. 


At the Mount Sinai Hospital, New York, 8 cases of 
acute and 87 of subacute bacterial endocarditis have 
been studied during the period 1952-9 and are com- 
pared with an earlier series of 148 cases treated at the 
same hospital between 1944 and 1950 and reported at 
that time by Friedberg (J. Amer. med. Ass., 1950, 144, 
527; Abstr. Wld Med., 1951, 9, 394). In the earlier 
series the recovery rate was 66°% and in the present series 
83°%, this improvement being attributed to earlier diag- 
nosis and more effective treatment. Nevertheless a re- 
view of several recent reported series showed that the 
recovery rates, varying from 65 to 80%, are still dis- 
appointingly lower than they need be in view of the anti- 
biotics now available. 

The authors’ minimal criteria for early diagnosis are 
unexplained fever (101° F. (38-3° C.) at some time of the 
day) lasting for more than a week or 10 days accom- 
panied by a significant cardiac murmur in the absence of 
congestive heart failure antedating the febrile attack. 
The diagnosis should not be abandoned even if early and 
repeated blood cultures prove to be negative. In the 
present series blood cultures were positive in 76 of the 
patients, but the association with a positive or negative 
culture did not materially affect the recovery or mortality 
rates. However, the incidence of complications such as 
congestive heart failure and cerebral embolism with 
hemiplegia was much higher (50°%) in those with a 
negative blood culture than in those with a positive 
culture (19%), this difference being mainly due to delay 
in diagnosis and treatment in the former group. The 
majority of deaths (7 out of 10) in the subacute series 
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occurred in those patients who had had symptoms for 
more than 4 months before the start of therapy. As the 
authors point out, specific antibiotic therapy must depend 
on isolation of the causative organism, but pending such 
a discovery or in presence of a negative blood culture 
therapy should be instituted preferably within 2 weeks, 
starting with 10 mega units of penicillin and 2 g. of 
streptomycin daily; if a satisfactory clinical response is 
not elicited in 2 to 3 days the dose of penicillin should be 
increased to 50 mega units, and should this fail after 
another 2 days the drug should be discontinued and 3 g. 
of vancomycin administered intravenously daily. The 
authors express the belief that with early diagnosis and 
treatment on the above lines the recovery rate should 
show a further improvement. P. T. O'Farrell 


95. Early Neurological Complications of Bacterial 
Endocarditis. (Casné neurologické komplikace bak- 
terialni endokarditidy) 

F. Hanzat and Z. ProcuAzKovA. Ceskoslovenskd 
neurologie [Csl. Neurol.] 23, 451-457, Dec., 1960 [re- 
ceived Feb., 1961]. 9 refs. 


The object of this paper is to draw attention to the 
preponderance of neurological symptoms in some cases 
of bacterial endocarditis, since these symptoms tend to 
mask the real nature of the disease. The authors describe 
such a clinical picture as observed in 9 cases, in which 
the initial signs were rigors, vomiting, headache, and 
general lassitude; (2 of these cases, in which there was 
severe vomiting, were in fact admitted to hospital as cases 
of suspected food-poisoning). After 3 to 5 days the head- 
aches increased in severity, and neurological symptoms, 
such as hemiparesis of the limbs or paralysis of the 
oculomotor muscles, appeared, these signs being com- 
bined with a meningeal syndrome so that the clinical 
picture was in some cases very similar to that of a 
meningo-encephalitis. Clinical investigation of the urine 
and blood proved the condition to be of septic origin. 
The results of examination of the cerebrospinal fluid 
(C.S.F.) pointed either to an aseptic meningeal syndrome 
or to a bacterial meningitis. The serum gamma-globulin 
level, however, was increased in allcases. Blood cultures, 
performed in only 5 cases, showed the blood to be sterile 
in 2, in another 2 Staphylococcus pyogenes was isolated, 
and in one case Streptococcus viridans. Culture of the 
C.S.F. gave similar results. In the differential diagnosis 
the following conditions should be excluded: cerebral 
thrombophlebitis, haemorrhagic cerebral purpura in 
anaemia, and tuberculous meningitis. 

Treatment, which consisted in the intravenous adminis- 
tration of penicillin and streptomycin in very large doses, 
was successful in only one case. To combat cerebral 
oedema preparations of cortisone were given and rest- 
lessness and agitation were treated with chlorpromazine 
or promethazine hydrochloride. Of the 9 patients, 
only one survived. In the fatal cases there were usually 
symptoms suggestive of oedema of the brain, combined 
with hypertension and hyperthermia. The duration of 
the illness varied between 10 days and 3 months. At 
necropsy small abscesses were noted in the brain matter 
and emboli and even necrotic areas were found. In 8 


of the cases the heart showed valvular lesions (usually . 


of rheumatic origin) with a superimposed bacterial endo- 
carditis. The authors conclude that a correct diagnosis 
at the earliest possible moment is essential, and that the 
relevant antibiotics must then be given in large doses. 
Paul Frankl 


VALVULAR DISEASE 


96. Reoperation for Mitral Stenosis. A Discussion of 
Postoperative Deterioration and Methods of Improving 
Initial and Secondary Operation 

D. E. HarKEN, H. BLAck, W. J. TayLor, W. B. THRower, 
and L. B. Ettts. Circulation [Circulation] 23, 7-12, 
Jan., 1961. 12 refs. 


The authors review the results of re-operation for 
mitral stenosis in 79 patients (80 operations), of whom 
all except 5 were among the first 1,000 consecutive 
patients subjected to mitral valvuloplasty (Circulation, 
1959, 19, 803; Abstr. Wid Med., 1960,27,111). Factors 
leading to deterioration after the primary operation were 
inadequate initial surgical correction (45°% of cases), 
pre-existing or postoperative mitral insufficiency (22°), 
and recurrence of rheumatic fever (17°%). After careful 
consideration and trial of the right-sided approach advo- 
cated by Neptune and Bailey, the open operation of 
Kay and Zimmerman, and the transventricular dilator 
methods of Logan and Turner, the authors devised a 
technique of re-entry to the left atrium by suturing an 
Ivalon tunnel (similar to that used in transaortic valvulo- 
plasty) to the left atrial wall. This artificial appendage 
provided excellent and safe control for digital manipula- 
tion from both an anterior and a posterior approach, 
permitting meticulous and complete leaflet mobilization 
with attention to the subvalvular components essential 
for obtaining good re-operation results. 

This technique was used in only 20 of the 80 re-opera- 
tions and the immediate results of all except one were 
good. Of the 60 operations of the older type (with 6 
operative deaths), there was significant benefit following 
22. 

It is recommended that in those patients with appreci- 
able mitral incompetence cardiopulmonary by-pass 
should be carried out, while in those with dominant 
stenosis the new tunnel technique should be used, which 
allows emphasis on complete separation of the postero- 
medial fusion zone and mobilization of the subjacent 
chordae. C. A. Jackson 


97. Angina Pectoris and Mitral Stenosis. (Angine de 
poitrine et sténose mitrale) 

P. D. CoLonna, and J. L. JuLuieNn. Archives 
des maladies du ceur et des vaisseaux [Arch. Mal. Ceur] 54, 
39-53, Jan. [received March], 1961. 3 figs., 11 refs. 


Among 732 patients with mitral stenosis seen at the 
Broussais and Charité Hospitals, Paris, 28 had angina of 
effort: These 732 patients were those remaining from 
an original series of 1,000 cases after the exclusion of 
those aged over 50, hysterectomized patients, and those 
with signs of aortic stenosis, arterial hypertension, of 
hyper- or hypothyroidism. To the 28 were added 
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7 new cases, bringing the total number with an- 
gina pectoris attributable to mitral stenosis to 35 
(38%); the average age of the patients was 34 years. 
In 28, symptoms and signs of pulmonary hypertension 
were present, and many also had pulmonary oedema. 
In the 22 patients operated on in this group the area of 
the mitral valve was 1 sq. cm. or less. In 3 patients with 
tight mitral stenosis signs of pulmonary hypertension 
were absent; in these cases the diagnosis of tight stenosis 
was made only on the grounds of angina of effort with or 
without pulmonary oedema and of signs of myocardial 
ischaemia in the electrocardiogram (ECG) after exercise, 
and was confirmed at operation. In 4 patients the steno- 
sis was mild or its degree not ascertained, but in the 
remaining 31 the angina pectoris was associated with a 
tight mitral stenosis. 

Its occurrence at an early age and its predominance in 
females are stressed as particular features of this variety 
of angina. The various theories offered in the literature 
regarding its causation are critically discussed, the authors 
taking the view that in these patients the angina results 
from functional coronary arterial insufficiency arising 
from the increased resistance in the pulmonary circula- 
tion consequent to the valvular stenosis and raised pul- 
monary arteriolar resistance. The resulting subendo- 
cardial ischaemia of the right ventricle would account 
for the occurrence of angina as well as for the changes in 
the ECG after exercise. It is concluded that, in the ab- 
sence of the above-mentioned concomitant conditions, 
angina of effort in patients with mitral stenosis signifies 
a tight stenosis (even in the absence of signs of pul- 
monary hypertension) and is an indication for surgery. 

A. Schott 


CORONARY DISEASE AND MYOCARDIAL 
INFARCTION 


98. Cardiovascular Studies on Lumberjacks 

M. J. KARVONEN, P. M. RAUTAHARJU, E. Ora, S. 
PunsaR, and J. TAKKUNEN. Journal of Occupational 
Medicine [J. occup. Med.] 3, 49-53, Feb., 1961. 16 refs. 


An analysis is presented of the clinical findings and 
the appearances of the electrocardiogram (ECG) in 815 
men, aged 40 to 59 years, engaged mainly in forestry in 
the county of North Karelia, East Finland. Of this 
number, 380 worked full- or part-time in the heavy 
manual labour of wood-cutting. Q and QRS changes 
were five times and ST changes four times as common in 
the men engaged in lighter occupations as in the lumber- 
jacks. No significant difference was observed between 
the two groups as regards other ECG abnormalities. 
The ECG after exercise showed significant changes in 
6:2°%, evenly distributed among all occupations. There 
was no difference between lumberjacks and those en- 
gaged in lighter occupations in respect of the serum 
cholesterol level, biood pressure, or. smoking habits. 
The authors discuss two possible causes of the difference 
in incidence of ECG changes which might be held to 
indicate myocardial ischaemia—namely, a protective 
effect of heavy work or a process of self-selection, men 
with better cardiovascular systems taking up the heavy 

D 


work. The latter is considered to be unlikely. It is 
suggested that the findings lend support to those of 
Morris et al. (Lancet, 1953, 2, 1053 and 1111; Abstr. 
Wld Med., 1954, 15, 313) on the difference in the inci- 
dence of ischaemic heart disease between drivers and 
conductors of London buses. C. Bruce Perry 


99. Cigarette Smoking and Ischaemic Heart Disease 
B. BRONTE-STEWART. British Medical Journal (Brit. med. 
J.) 1, 379-384, Feb. 11, 1961. 7 figs., 30 refs. 


A study of the relationship between cigarette smoking 
and ischaemic heart disease in 600 adult males, including 
European, Cape Coloured, and Bantu, is reported in 
this paper from the University and Groote Schuur Hos- 
pital, Cape Town. There was little correlation between 
the economic status, age, occupation, body configuration, 
and blood pressure of individuals and their smoking 
habits. In heavy cigarette smokers the mean serum 
cholesterol level was persistently high, and it was con- 
sidered likely that although there was no direct con- 
nexion between cigarette smoking and ischaemic heart 
disease, there might be a common factor such as the 
serum cholesterol level. J. Robertson Sinton 


100. Alimentary Lipaemia and Ischaemic Heart-disease 
1. A. D. BoucHer and B. BRONTE-STEWART. Lancet 
[Lancet] 1, 363-366, Feb. 18, 1961. 5 figs., 22 refs. 


It has been long known that postprandial lipaemia in 
patients with ischaemic heart disease may be prolonged. 
Though this may depend on the nature of the fat in the 
diet, differences have, however, been found between 
patients and controls receiving the same hospital diet 
for some time before the test. In Cape Town three 
racial groups live side by side with definite differences in 
their fat intake, the Bantu consuming about 17% of 
the total caloric intake as fat, the Cape Coloured about 
25%, and the Europeans about 40%. At Groote 
Schuur Hospital, Cape Town, oral butter-fat tolerance 
tests performed on 29 patients with ischaemic heart 
disease and 117 controls from all three racial groups have 
shown that postprandial lipaemia was greater and more 
prolonged in the patients with ischaemic heart disease. 
No racial or age difference was found in this series. 

In a further study combined oral and intravenous fat 
tolerance tests were performed on 14 volunteer subjects 
(7 patients with ischaemic heart disease and 7 matched 
controls). After the oral test it was again found that 
alimentary lipaemia was greater and more prolonged in 
patients with ischaemic heart disease. No such differ- 
ences could be detected between the two groups after the 
intravenous fat tolerance test. Z. A. Leitner 


101. Serum Fatty-acid Patterns in Coronary-artery 
Disease 


T. D. V. Lawrie, S. G. McAtpine, B. M. RIFKIND, and 
J. F. Ropinson. Lancet [Lancet] 1, 421-424, Feb. 25, 
1961. 9 refs. 


Using silicic-acid chromatography and gas-liquid 
chromatography the authors have determined the fatty- 
acid patterns in the three major components of the blood 
lipids—the cholesterol esters, triglycerides, and phos- 
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pholipids—in the serum of 16 male and 2 female patients 
(mean age 58 years) suffering from ischaemic heart 
disease at Glasgow Royal Infirmary. Comparison of 
the results with those of a previous similar analysis in 16 
apparently healthy control subjects did not show any 
significant difference between the two groups. Also the 
fatty-acid composition of the cholesterol esters and tri- 
glycerides was similar to the findings for fatty acids in 
aortic atherosclerotic tissue reported by Béttcher ef al. 
(Lancet, 1960, 1, 1378; Abstr. Wild Med., 1960, 28, 
429). There were, however, considerable differences be- 
tween the values for serum and aortic phospholipids, the 
serum containing less palmitic, stearic, and arachidonic 
acids, a little more oleic acid, and substantially more 
linoleic acid. 

[This interesting paper does not lend itself to abstract- 
ing; it is highly condensed and should be read in full by 
those interested in this subject.] Z. A. Leitner 


102. The Effect of Nutrition and Way of Living on the 
General Conditions, Serum Cholesterol, and Incidence of 
Atherosclerosis and Coronary Thrombosis among Trappist 
and Benedictine Monks. (De invloed van voeding en 
levenswijze op de lichamelijke toestand, het serum- 
cholesterolgehalte en het vorrkomen van atherosclerose 
en coronaria-trombose bij Trappisten en Benedictijnen) 
J. J. Groen, B. K. TytonG, M. Koster, G. VERDONCK, 
R. Prertootr, and A. F. WILLEBRANDS. Nederlands 
tijdschrift voor geneeskunde [Ned. T. Geneesk.] 105, 222- 
233, Feb. 4, 1961. 1 fig., 15 refs. , 


The authors report on the results of a comparative 
investigation into the effect of nutrition and other living 
conditions on the general condition, blood pressure, 
serum cholesterol and the incidence of aortic dilatation, 
myocardial infarction and angina pectoris among 180 
Trappist monks, who are lacto-vegetarians, and 168 
Benedictines, who live on a mixed diet. There was no 
significant difference in blood pressure or incidence of 
arterial hypertension between monks of the two orders. 
The average blood cholesterol was considerably higher 
among Benedictines than among the Trappists. In 
middle life the thoracic aorta seemed to be wider among 
the Benedictines. These differences might be the result 
of dietary differences between the two orders.—[Authors’ 
summary.] 


103. Serum Cholesterol in Normal Males versus Males 
with Coronary Heart Disease: Differences with Respect 
to Age 

H. H. Orvis, R. E. THomas, I. A. FAWAL, and J. M. 
Evans. American Journal of the Medical Sciences 
[Amer. J. med. Sci.] 241, 167-172, Feb., 1961. 8 refs. 


In this study of the value of the serum cholesterol level 
as an index of coronary arterial disease, carried out at 
the George Washington School of Medicine, Washington, 
D.C., the serum cholesterol levels in 95 healthy male 
subjects aged 30 to 59 were found to range from 145 to 
341 mg. per 100 ml., while in 88 male patients with 
definite evidence of myocardial infarction or angina 
pectoris they ranged from 108 to 439 mg. per 100 ml. 
When, however, the two groups were divided into three 


age categories, 30 to 39, 40 to 49, and 50 to 59, it was 
shown that the mean serum cholesterol levels in the three 
decades were 222, 242, and 259 mg. per 100 ml. respectively 
in the controls compared with 271, 280, and 280 mg. 
per 100 ml. respectively in the patients, who thus showed 
little change with increasing age. It was noted that the 
overlap in values was least in the decade 30 to 39 and 
greatest in the decade 50 to 59. 

Commenting on these results the authors do not imply 
that a certain serum cholesterol level will separate normal 
subjects from patients with coronary arterial disease, but 
they suggest that a consistent elevation of the serum 
cholesterol level in a young person may well provide 
information with respect to the likelihood of the later 
development of coronary arterial disease. On the basis 
of these findings they consider that early prophylaxis of 
coronary sclerosis should prove most effective, provided 
that younger subjects are given primary consideration in 
the further study of serum cholesterol levels in relation 
to coronary arterial disease. P. T. O'Farrell 


104. Nialamide (‘‘ Niamid ’’) in Angina Pectoris: Re- 
port of a Double-blind Trial 

K. D. ALLANBy, A. G. C. Cox, K. S. MACLEAN, T. M. L. 
Price, and N. SouTHWELL. Lancet [Lancet] 1, 138-139, 
Jan. 21, 1961. 10 refs. 


The authors report a double-blind trial of nialamide, 
a monoamine-oxidase inhibitor, in the treatment of 28 
patients suffering from angina pectoris due to coronary 
arterial disease, the trial being carried out simultaneously 
at 5 different hospitals, including Guy’s Hospital, 
London. Patients with aortic valvular disease, thyro- 
toxicosis, myxoedema, or anaemia were excluded, as 
were those with a raised erythrocyte sedimentation rate or 
giving a positive reaction to the Wassermann test. Dur- 
ing the first 2 weeks of the trial, which lasted 12 weeks, 
the patients were given their usual medication only. 
During the next 4 weeks they received either nialamide 
in a dosage of 75 mg. 3 times a day or identical control 
tablets. Then followed a 2-week interval to allow for 
any prolonged action of nialamide. Finally nialamide 
or a placebo was given for a further 4 weeks. Progress 
and improvement were assessed from the frequency of 
anginal attacks, the amount of trinitrin taken, the 
clinical and haematological findings, and the appear- 
ances of the electrocardiogram. 

Of the 28 patients, 7 improved with nialamide alone, 
one with placebo alone, and 9 with both control tablets 
and nialamide; there was no improvement in 11. [It 
should be noted that the series was small and more 
patients improved with both nialamide and an inert 
control tablet than with nialamide alone.] 

D. Goldman 


105. Tersavid in Angina Pectoris: a Sequential Clinical 
Trial 

F. M. Murpny, J. M. Barer, and S. J. KILPATRICK. 
Lancet [Lancet] 1, 139-140, Jan. 21, 1961. 1 fig., 4 refs. 


“ Tersavid ” (1-benzyl-2-pivaloylhydrazine) was tried 
in the treatment of angina pectoris in 32 patients at Ards 
Hospital, Belfast, a double-blind technique being used. 
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The patients, who were grouped in pairs, each pair being 
matched according to age, sex, and severity of the angina, 
were given either 400 mg. of tersavid daily for 4 weeks 
or a placebo allocated at random. The trial was carried 
out sequentially and stopped as soon as a decision was 
reached. The criterion of successful treatment was a 
reduction of 50°% or more in the frequency of anginal 
attacks. It was found that the results obtained, with 
tersavid in a dosage of 100 mg. 4 times daily were no 
better than those obtained with the placebo. 
D. Goldman 


SYSTEMIC CIRCULATORY DISORDERS 


106. Pempidine: a Ganglion-blocking Drug for Treating 
Hypertension 

A. Kitcuin, C. P. Lowtner, and R. W. D. TuRNER. 
Lancet [Lancet] 1, 143-145, Jan. 21, 1961. 4 refs. 


At the Western General Hospital, Edinburgh, pempi- 
dine was tried in the treatment of hypertension, 18 
patients being selected because there was evidence of 
secondary hypertensive disease or because they were 
young and had severe hypertension. The initial dose of 
pempidine was 2-5 mg. 3 times a day, rising over several 
days to 5 mg. 3 times a day. Chlorothiazide was also 
given to 7 of the patients. The response to treatment 
was considered to be satisfactory if the blood pressure 
was reduced by 30/20 mm. Hg or more, provided the 
diastolic pressure was below 100 mm. Hg. When a 
stable satisfactory result had been obtained treatment 
was continued on an out-patient basis, with increased 
dosage of the drug if necessary. 

Of the 18 patients, 12 continued the ou for an 
average of 9 months. In 6 who took the drug for less 
than 3 months bretylium tosylate was substituted because 
the side-effects of pempidine were no “ different in 
severity from those of other ganglion-blocking drugs ”’. 
The side-effects most frequently observed were constipa- 
tion, dryness of the mouth, and visual disturbances. 
Final assessment showed that one patient could not toler- 
ate the drug; of the remaining 17, satisfactory control of 
blood pressure could be maintained in only 10, but in 3 
of these the drug had to be withdrawn because of severe 
side-effects. The authors conclude that pempidine 
offers no advantage over other ganglion-blocking agents. 

D. Goldman 


107. Nialamide Alone and in Combination with Thiazide 
Derivatives in the Treatment of Essential Hypertension 
A. N. Brest, R. KopAMaA, L. Dreirus, A. WEBER, and 
J.H. Moyer. American Journal of the Medical Sciences 
[Amer. J. med. Sci.] 241, 199-206, Feb., 1961. 2 figs., 
14 refs. 


At Hahnemann Medical College Hospital, Phila- 
delphia, 25 patients with essential hypertension (blood 
pressure 150/100 mm. Hg and over)-were selected at 
random for treatment with nialamide alone (dosage 75 
to 250 mg. daily) for a minimum period of 8 weeks. As 
17 of these patients showed only a modest antihyperten- 
sive response they were given hydrochlorothiazide, 50 to 
100 mg. daily, in addition for a further period of 8 weeks. 


A separate group of 22 hypertensive patients (Group 3) 
were treated with a combination of nialamide and 3- 
benzylthiomethylchlorothiazide (100 to 200 mg. daily), 
also over an 8-week period. Significant antihypertensive 
effects were obtained in 11 of the 25 patients given nial- 
amide, in 11 of the 17 given hydrochlorothiazide in 
addition, and in 16 of the 22 in Group 3, thus indicating 
the potentiating value of the thiazide derivatives. In all 
three groups the most frequent side-effects were ortho- 
static weakness and drowsiness, but no serious reactions 
were encountered. 

Since nialamide is an amine-oxidase inhibitor, the 
authors discuss at some length the possible mechanism 
of this and other enzymes which influence neurogenic 
transmission and smooth-muscle contraction. They 
conclude that this clinical study confirms the anti- 
hypertensive action of the three drugs under investigation, 
although nialamide gave a less promising result than 
expected. The thiazide compounds appear to be particu- 
larly indicated in hypertensive patients with complicating 
coronary arterial disease or in the depressed patient with 
an elevated diastolic blood pressure. P. 7. O'Farrell 


108. Guanethidine—Report of a Clinical Trial 

J. A. Lewis. Canadian Medical Association Journal 
[Canad. med. Ass. J.| 84, 183-187, Jan. 28, 1961. 3 figs., 
8 refs. 


The author records his experience at Westminster Hos- 
pital, London, Ontario, of the use of guanethidine in the 
treatment of 20 patients with severe hypertension. The 
dosage was initially 10 to 25 mg. daily, with increments 
of 10 to 25 mg. daily every third day until a suitable 
therapeutic effect was obtained. In malignant hyper- 
tension or hypertensive encephalopathy pempidine was 
given simultaneously with guanethidine at the beginning 
of treatment, the dosage being 10 mg. every 2 hours 
initially until a hypotensive effect was apparent and then 
suitable doses every 6 to 8 hours. In one patient receiv- 
ing this combined treatment paralytic ileus developed 
and laparotomy was performed to exclude suspected 
perforation of the bowel. 

Guanethidine commonly gave rise to bradycardia, with 
rates often as low as 45 per minute. Troublesome 
side-effects were frequent. Urgent bowel movements 
were controlled by administration of codeine or bella- 
donna. Weakness of the legs was a serious complaint in 
3 patients and one patient had nightmares. A mild 
sedative effect was noticed by 2 patients and in one the 
hunger-pain type of dyspepsia developed. K. G. Lowe 


109. Guanethidine as the Sole Agent in the Treatment of 
Hypertension 

G. R. CumminG and B. Swain. Canadian Medical 
Association Journal [Canad. med. Ass. J.] 84, 187-190, 
Jan. 28, 1961. 3 figs., 10 refs. 


Guanethidine was the sole therapeutic agent in the 
management, at the General Hospital, Winnipeg, Canada, 
of 12 hypertensive patients, 2 of whom had malignant 
hypertension. In the 10 patients with the non-malignant 


form of the disease there was a good hypotensive re- 
sponse to a daily dosage varying from 12-5 to 75 mg., 
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with postural hypotension, syncope, diarrhoea, or impo- 
tence as tolerable side-effects. One patient with trau- 
matic paraplegia and malignant hypertension was quite 
unresponsive to bretylium tosylate, but responded well 
to guanethidine in a dosage of 800 mg. daily. While 
receiving guanethidine the low skin temperature of the 
fingers responded poorly to body heating or cooling, 
indicating partial sympathetic blockade; this response 
was similar to that in the toes, which were not subject 
to sympathetic control because of the paraplegia. The 
2nd patient with malignant hypertension was also un- 
responsive to bretylium tosylate, but showed marked 
sensitivity to guanethidine, possibly because of reduced 
renal function due to pyelonephritis; the daily dosage 
required in this case was only 25 mg. K. G. Lowe 


110. Recent Developments in Hypertensive Therapy. 
[Review Article] 

F. H. Smirk. American Heart Journal [Amer. Heart J.] 
61, 272-281, Feb., 1961. 43 refs. 


111. Experience with Alcohol Block of the Lumbar 
Sympathetic Trunk 

H. Rask. Danish Medical Bulletin [Dan. med. Bull.| 7, 
193-204, Dec., 1960. 34 refs. 


This paper from Bispebjerg Hospital, Copenhagen, 
deals with the treatment of circulatory disturbances in 
the lower limbs by alcohol block of the lumbar sympa- 
thetic trunk. This treatment is based on the fact that, 
whatever the aetiology of the condition, spasm usually 
accompanies vascular lesions. This spasm may be 
abolished or relieved by interruption of sympathetic 
function or by interruption of the afferent nerve fibres, 
resulting in vasodilatation. The anatomy of the sympa- 
thetic innervation of the lower limbs is described and the 
effect of alcoholic infiltration of the sympathetic ganglia 
discussed, including such complications as alcoholic 
neuritis of somatic nerves, impotence, and de Takats’s 
phenomenon. Various preoperative tests, such as mea- 
surement of the skin temperature and of the sympatho- 
galvanic reflex, oscillometry, and walking tests, are 
described. [For details of these methods the original 
paper should be consulted.] 

The technique of alcohol block of the lumbar sympa- 
thetic trunk is described by the author as follows. 
“The patient is placed in the lateral position over a 
wooden box from which the x-ray casette can easily be 
removed. The lower leg is maintained in the extended 
position and the upper leg is flexed to 90° at the knee and 
45° at the hip. The shoulders are drawn forwards and 
the chin pressed down towards the chest. The position 
is maintained by means of adhesive plaster over the hips 
and the thorax. An Olavsson’s cannula is introduced 
into a vein. According to the age of the patient, 12-5 
to 100 mg. pethidine are administered. Oxygen and 
*pentothal’ [thiopentone] should be available. Three 
long needles are then introduced corresponding to a 
perpendicular line drawn from a point 10 to 12 cm. out 
along the twelfth rib. The needles are introduced at an 
angle of 45° to the tangential lateral plane and an 
attempt is made to let the tip of the needle just glide over 


the antero-lateral angle of the body of the lumbar verte. 
bra with the tip constantly against the bone. Aspiration 
is undertaken and provided no blood is obtained, 1 ml, 
2°%, carbocaine without adrenaline is injected and a metal 
stopper inserted into each cannula. A control x-ray 
photograph is then taken and a picture showing the 
position in the lateral plane obtained. If the tip js 
anterior to the edge of the bone, the position is satis- 
factory. After ensuring that the needle is still in contact 
with bone one ml. absolute alcohol is slowly injected 
into each needle. The metal stoppers are re-introduced 
after each injection. One minute later, another one ml. 
alcohol is injected and the needles are removed.” The 
same procedure can be employed under general anaes- 
thesia with thiopentone and nitrous oxide, but in such 
cases carbocaine is not injected. Patients receiving anti- 
coagulant therapy or with a plasma prothrombin con- 
tent of less than 60°%, should not be subjected to alcohol 
block. 

This procedure has been carried out on 310 patients 
(483 blocks) there being a slight preponderance of 
males in the age group 50 to 59, though the majority 
of patients were between 60 and 80 years of age. Alco- 
holic neuritis occurred in 35 cases (7°), impotence in 4, 
and herpes zoster in 2. Only one death occurred as a 
direct result of the block, but 53 other patients died sub- 
sequently. The diagnoses comprised Buerger’s disease 
(18 cases), arteriosclerosis with trophic changes (74) 
and without trophic changes (52), diabetic arteriosclerosis 
(69), acute vascular occlusion (which had been present 
for a few hours to a few days) (38), phlebitis (22), and a 
heterogeneous group (37). This last consisted of (a) re- 
flex dystrophy (15 cases); (5) arterial insufficiency with 
a history of congenital dislocation of the hip, previous 
poliomyelitis, previous thrombosis, vascular pain of un- 
known aetiology, or previous frostbite (9); (c) delayed 
healing (3); (d) sequelae of laminectomy (9); and 
(e) pain in the back of unknown origin (1). 

Blockage of the lumbar sympathetic trunk with alcohol 
is undertaken by the author because it is regarded as “a 
lesser intervention than surgical sympathectomy”. It 
is considered to be without danger if it is performed 
under local anaesthesia. Alcohol block is indicated in 
all cases in which sympathectomy is indicated, in cases of 
phlebitis, and in numerous cases in which the age and 
the general condition of the patient, together with the 
obliterating vascular lesion, are such that surgical sym- 
pathectomy could never be considered. In cases of 
manifest gangrene the treatment is indicated only if the 
gangrene is localized to a single toe so that amputation 
at a higher level is not necessary. 

Patients with intermittent claudication and without 
pain at rest were found to be very suitable for treatment, 
but in patients with severe pain at rest the condition fre- 
quently remained unchanged or even deteriorated after 
the block. In cases of embolism anticoagulant therapy 
can be instituted as soon as the alcohol block has been 
established. Alcoholic neuritis, a disagreeable complica- 
tion, occurred in severe form in only 1°% of the patients. 
The duration of the block was about 6 months and the 
procedure seems to be well worth while, particularly in 
the older age group. Leon Gillis 
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112. Renal Insufficiency and Erythropoiesis. Clinical 
and Experimental Studies. (Insufficienza renale ed 
eritropoiesi. Ricerche clinice e sperimentali) 

G. RicHeT, R. ARDAILLOU, and Y. NAJEAN. Minerva 
medica [Minerva med. (Torino)| 52, 411-415, Feb. 7, 
1961. 3 figs., 21 refs. 


As a result of their studies, carried out at the H6épital 
Tenon, Paris, with radioactive iron (59Fe) the authors 
differentiate between the causal factors of the anaemia 
found in acute and those in chronic renal insufficiency. 
Thus in acute renal insufficiency anaemia is invariably 
present and increases rapidly in spite of treatment. In 
such cases it is due not only to the shorter life of the 
erythrocytes, but also to their inadequate production 
by the bone marrow. This defect of formation is associ- 
ated with an acute erythroblastopenia, a low level of 
reticulocytes in the circulating blood, and diminished 
utilization of iron. They state that erythroblastopenia 
is a constant phenomenon in anuria regardless of 
its cause, but that as soon as diuresis is re-established 
young erythroblasts are again supplied by the bone 
marrow. In contrast, chronic renal insufficiency is not 
accompanied by erythroblastopenia, the bone marrow 
being essentially normal and reticulocytes continuing to 
appear in the peripheral blood. 

In a study of 11 patients with chronic renal insuffi- 
ciency only one showed complete bone-marrow insuffi- 
ciency, with subnormal erythropoiesis and increased 
destruction of erythrocytes; in 9, erythropoiesis was 
normal or increased, but with erythrocyte destruction 
equal to or more than twice the normal, the anaemia 
being due to inability of the bone marrow to compensate 
for the high rate of destruction; in the remaining case 
excessive bone-marrow production was shown by a 
moderate polycythaemia (6,000,000 per c.mm.), with an 
increase of corpuscular volume, in spite of a daily erythro- 
cyte destruction of 2:5°%. Whatever the type of erythro- 
Poietic disturbance the curve of radioactivity in respect 
of 5°Fe, measured at the level of the liver or the haemo- 
poietic organs, was normal. 

These results (which differ from those reported in the 
literature) are considered to indicate that the most im- 
portant disturbance is excessive haemolysis of erythro- 
cytes at the plasma level, though it was not possible to 
demonstrate the existence of anti-erythrocytic antibodies 
in the plasma of the patients studied. The two factors 
at present held by most other authorities as being of the 
greatest importance are cellular proliferation and syn- 
thesis of haemoglobin. With regard to the former, it is 
Pointed out that the one case in this-series showing a 
deficient production of erythrocytes similar to that 
Occurring in acute renal insufficiency might be con- 
sidered a case of chronic protein deficiency, but the 
authors point out as worthy of note that of their 11 
Patients, those with the highest level of erythropoiesis 
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were receiving the diet with the highest protein content; 
while in regard to haemoglobin synthesis, this was shown 
to be normal or only slightly diminished. The only 
case showing polycythaemia appears to be exceptional 
and might be coincidental, but foci of erythropoiesis 
have been found in renal tissue in some fatal kidney dis- 
orders, especially in the renal insufficiency of shock; the 
problem of the factors responsible for these foci, however, 
remains unexplained. Ethel Browning 


113. Idiopathic Aplastic Anaemia. Incidence and 
Management 

M. C. G. Israéts and J. F. Witkinson. Lancet [Lancet] 
1, 63-65, Jan. 14, 1961. 4 refs. 


The authors report their results in 45 cases of idio- 
pathic aplastic anaemia treated at the Royal Infirmary, 
Manchester. The patients are dealt with in 3 groups. 
In Group I were 11 patients who survived and have not 
needed treatment for 3 months to 10 years (8 more than 
24 years). Treatment of this group lasted from 5 weeks 
to 3 years, the volume of packed erythrocytes transfused 
varying from 3 to 104 pints (1-7 to 59 litres). In Group 
lI were 14 patients who survived more than 3 months— 
4 for over 12 months—but died subsequently, in most 
cases from general haemorrhage. These patients re- 
ceived from 10 to 191 pints (5-7 to 109 litres) of packed 
erythrocytes. Group III included 20 patients who died 
without remission in less than 3 months, again mostly 
from general haemorrhage. 

The authors consider that the most effective treatment 
of idiopathic aplastic anaemia is by repeated blood 
transfusion, this being conducted at a special out-patient 
clinic as soon as the patient’s haemoglobin level remains 
steady between 9-0 and 10-5 g. per 100 ml. Trans- 
fusions are not required more often than once a week, 
and for most patients once a fortnight is sufficient. 
Prednisolone to reduce haemorrhage and fluoxymesterone 
to control menorrhagia have been found very useful. 
Various technical points of management are discussed. 

Arnold Pines 


114. Effects of Splenectomy on Red-cell Production in 
Myelofibrosis 

G. WETHERLEY-MEIN, N. F. Jones, and J. M. PuULLAN. 
British Medical Journal [Brit. med. J.] 1, 84-89, Jan. 14, 
1961. 7 figs., 25 refs. 


Splenectomy is generally considered to be contra- 
indicated in the treatment of myelofibrosis, since the 
spleen is thought to be an important site of extra- 
medullary erythropoiesis in this disease. However, 
several cases of the disease which were benefited by 
splenectomy have been reported and this paper from St. 
Thomas’s Hospital and Medical School, London, 
records a further 2 in which splenectomy was followed 
by an increased production of erythrocytes. The clinical 


n 
il 
e 
d 
d 
4 
e 
h 
i- 
ts 
yf 
)- 
4 
a 
- 
se 
4) 
is 
nt 
a 
C- 
th 
1S 
id 
ol 
a 
It 
in 
of 
id 
1e 
of 
1€ 
ut 
it, 
e- 
er 
dy 
a- 
he 
in 
|_| 


38 


and haematological findings are summarized, the isotope 
3 techniques employed described, and the results tabulated. 
y In both- patients the diagnosis of myelofibrosis was con- 
Pes firmed by rib biopsy after the finding of splenomegaly, 
“3 leucoerythroblastic anaemia, and a dry sternal tap. 
The production of erythrocytes was studied by means of 
59Fe utilization and surface counting patterns and their 
life span was assessed by a short-term radioactive- 
chromium technique. In both cases the isotope studies 
showed that both erythrocyte production and survival 
were greatly reduced before operation, which was under- 
taken because of the failure of blood transfusions to raise 
the haemoglobin level, which was falling by 6°, (Hal- 
dane) a day in one case and by 2°%% inthe other. Splenec- 
tomy was followed by clinical improvement and a rise in 
the haemoglobin level, while isotope studies 4 weeks 
after operation showed greatly increased erythrocyte 
. production and no evidence of shortened survival. 
3 ‘ The first patient, a man aged 57, maintained a haemo- 
fy ‘s globin level of 11 g. per 100 ml. for 14 months after 
a splenectomy (apart from a haematemesis treated by 
transfusion 2 months after operation). He then devel- 
ji oped an iron-deficiency anaemia following gastro-intes- 
- tinal bleeding and died 15 months after splenectomy. 
c= Necropsy revealed the presence of bronchial carcinoma 
e 7 with metastases. Post mortem the bone marrow showed 
more erythropoiesis than had been seen at the original 
biopsy, and there was no haematopoiesis in the liver. 
In the second case, in a woman aged 56, the haemoglobin 


ie. level was maintained at 12 g. per 100 ml. without further 
a treatment for 2 months after splenectomy. The patient 
E then developed obstructive jaundice with a much en- 
oe larged liver and died 34 months after operation. (Ne- 


= cropsy was not agreed to in this case.) 
a The authors discuss their findings and the role of the 
i spleen in myelofibrosis. The finding of increased ery- 
al throcyte survival after splenectomy implies hyperseques- 
tration of erythrocytes by the spleen, but this does not 
wholly explain the anaemia. The increased erythrocyte 
production after splenectomy implies splenic inhibition 
of erythropoiesis elsewhere. It is also pointed out that 
the histological finding of many erythrocyte precursors 
in the spleen in these 2 cases does not necessarily imply 
z the efficient delivery to the circulation of normal erythro- 
cytes. In discussing the indications for and against 
splenectomy in myelofibrosis the authors consider that 
it is “* premature to conclude that the operation is never 
indicated in this condition ”. I. Berkinshaw-Smith 


115. Haemoglobin Zurich: a New Haemoglobin 
Anomaly with Inclusion-body Anaemia Induced by Sul- 
phonamides. (Haimoglobin Ziirich: eine neue Hamo- 
globinanomalie mit sulfonamidinduzierter Innenkérper- 
andmie) 

W. H. Hitzic, P. G. Frick, K. Berke, and T. H. J. 
HutsMaNn. Helvetica paediatrica acta (Helv. paediat. 
Acta} 15, 499-514, Dec., 1960 [received March, 1961]. 
6 figs., 35 refs. 


It is reported from the University Paediatric Clinic, 
Zirich, that in 2 patients of pure Swiss origin, a child 
aged 2 years 9 months and her father, severe haemolytic 
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anaemia developed after treatment with sulphonamides, 
Haemolysis was accompanied by atypical inclusion bodies 
in the non-haemolysed cells. The results of enzyme 
studies were all within normal limits. It was then found 
that both patients possessed a slow-moving type of haemo- 
globin not hitherto reported, which has been designated 
“haemoglobin Ziirich”. The pigment, which is de- 
scribed in detail, carried its abnormality in the f-chain. 
A further study of this family revealed 15 other carriers 
of the haemoglobin in four generations. The mode of 
inheritance follows a strictly Mendelian pattern. 
H. Lehmann 


116. Platelet Transfusion and Administration of Platelet 
Derivatives in Man. I. Evaluation of Laboratory Tech- 
nics Used for Prognostic Purposes 

G. RaccuGLia and F. H. BeTHELL. American Journal 
of Pathology [Amer. J. Path.| 34, 495-504, Dec., 1960. 
5 figs., 11 refs. 


In this study of the bleeding tendencies of thrombo- 
cytopenic patients and of the value of haemostatic agents 
and of platelet transfusions, here reported from the 
University of Michigan, Ann Arbor, platelet counts were 
performed by means of phase-contrast microscopy and 
capillary fragility tests by a negative-pressure method. 
The bleeding time was determined by the method of Ivy 
et al., with a sphygmomanometer cuff at a pressure of 
40 mm. Hg, and the drops of blood from the wound 
gently scooped off the skin with a filter paper rather than 
blotted off. The tests were carried out on 100 normal 
subjects, 44 thrombocytopenic patients with overt bleed- 
ing, and 82 such patients without bleeding. 

From an evaluation of the various techniques em- 
ployed the authors conclude that thrombelastography 
shows no correlation between bleeding time and * ma” 
values (in millimetres), and that the thrombelastogram is 
related to the platelet count as such, but not to any 
bleeding tendency, so that after the administration of 
blood platelets the “* ma ” value may become normal, yet 
the bleeding tendency persists. Clot retraction, even 
after the bleeding has been arrested by successful platelet 
transfusion, is technically not satisfactory because of the 
formation of a soft clot which is difficult to separate from 
the serum. The serum prothrombin time is consistently 
short in patients with platelet counts below 60,000 per 
c.mm., but may improve even after ineffective treatment. 
The platelet count is of limited prognostic value, though 
bleeding is more frequent in patients with counts of less 
than 20,000 per c.mm., and it does not help in assessing 
the efficacy of treatment. The capillary fragility test gave 
an abnormal result in 18°% of apparently normal subjects, 
in 78°% of thrombocytopenic patients without bleeding, 
and in 60°% of those with overt bleeding, and became 
negative in 37°% of the therapeutic failures. Determina- 
tion of the bleeding time by the technique of Ivy paralleled 
the clinical condition more consistently than any of the 
other tests; this time was never prolonged in normal 
subjects and never normal in thrombocytopenic patients, 
nor did it vary consistently with the platelet count. 
Failure of treatment coincided in 93°% of cases with 
persistence of an abnormal bleeding time. Vasocon- 
striction induced by means of cold does not affect the 
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bleeding time in thrombocytopenic patients when de- 
termined by the technique of Adelson and Crosby. 

The conclusion reached is that thrombocytopenic 
patients with a bleeding time of over 30 minutes should 
be given prophylactic platelet transfusions together with 
other antihaemorrhagic measures. In this study success 
of the treatment was graded as moderate if the bleeding 
time was shortened by 10 minutes, as good if shortened 
by between 10 and 20 minutes, and as excellent if it was 
reduced by more than 20 minutes. F. Hillman 


117. Platelet Transfusions and Administration of Platelet 
Derivatives in Man. II. Evaluation of Systemic Hemo- 
static Properties of Various Preparations 

G. RaccuGLia and F. H. BeTHELL. American Journal of 
Pathology {Amer. J. Path.| 34, 505-512, Dec., 1960. 
3 figs., 18 refs. 


Having demonstrated that the infusion of freshly col- 
lected blood platelets is effective in controlling the bleed- 
ing in thrombocytopenic patients [see Abstract 116], the 
authors now describe an attempt to establish a platelet 
bank, to which end they have investigated a number of 
platelet preparations. Fresh blood was collected in 
acid-citrate-dextrose (A.C.D.) solution in plastic con- 
tainers and the platelets separated by differential centri- 
fugation. The yield from 500 ml. of whole blood, about 
2to 3 ml. of packed blood elements, contained approxim- 
ately 6 x 1019 elements per ml. and is referred to as one 
unit. The platelets, in 5°% glucose, were then infused 
according to one of the following methods. (1) Either 
fresh or after no more than 24 hours’ storage at 6° C. 
(2) After similar storage for 24 to 48 hours (by these two 
methods no more than 4 units were given). (3) After 
storage for 48 hours up to 6 months. (4) After storage 
for 5 days to 2 months at —20° C. (by these two methods 
up to 12 units were given). (5) Freeze-dried platelets 
stored at room temperature for between 5 days and one 
year. (6) A platelet concentrate stored in Tullis’s gelatin 
preserving fluid at 6° C. for 48 hours to 6 months (up 
to 16 units of these last two preparations were given). 
(7) A platelet homogenate obtained by sonic oscillation. 
Lastly (8) a crude platelet phospholipidic preparation, 
sterilized by exposure to irradiation from a radioactive 
cobalt source for 24 hours. The results of these trans- 
fusions were assessed by the methods outlined in the 
authors’ previous paper [Abstract 116] and platelet 
Factor-II1 activity estimated by a semivolumetric method. 
In all, 1,048 units were given to 97 patients on 240 occa- 
sions. Failure to respond to any other treatment was 
followed by a transfusion of fresh platelets, that is, less 
than 24 hours old. 

When platelet transfusion reduced the bleeding time to 
less than 10 minutes, further treatment was withheld for 
24 hours and the bleeding time then again determined. 
In 31 out of 45 patients with a bleeding time over 30 
minutes this returned to 30 minutes after infusion of 4 
units of fresh platelets, in 8 it was lowered to between 20 
and 30 minutes, and in the remaining 6 it was reduced to, 
and remained at, 10 minutes. No fatal bleeding occurred 
within 48 hours of successful therapy. Thromboplastic 
activity (Factor III) in aged, untreated platelets and also 


in gelatin-preserved and freeze-dried platelets was nor- 
mal, although the material was therapeutically inactive. 
The use of ultrasonically disintegrated platelets length- 
ened the serum prothrombin time to normal, but the 
bleeding time was prolonged to 30 minutes. The un- 
favourable response of 3 patients to the phospholipidic 
preparation is described. 

It is concluded that there is no satisfactory substitute 
for fresh platelets and that a platelet bank is at present 
impracticable. Although the activity of platelet deriva- 
tives in vitro may appear to be satisfactory, intact platelets 
are required to correct the bleeding tendency of thrombo- 
cytopenic patients. F. Hillman 


118. Treatment of Reticuloendotheliosis. Use of Corti- 
costeroids and Antifolic Acid Compounds 

P. Freup. Journal of the American Medical Association 
[J. Amer. med. Ass.] 175, 82-85, Jan. 14, 1961. 2 figs., 
18 refs. 


In reticuloendotheliosis, a rare disorder, there is sys- 
temic proliferation of the primitive mesenchymal cells of 
the reticuloendothelial system. The primitive cells 
usually differentiate into histiocytes, which are rapidly 
replaced by fibroblasts and ultimately scar tissue, but 
sometimes they differentiate into haematic cells, when 
leukaemic phenomena appear. The process occurs in 
early childhood and may be acute, resulting in Letterer- 
Siwe disease, or chronic, resulting in the Hand-Schiiller- 
Christian syndrome, xanthoma disseminatum, eosino- 
philic granuloma, or other variants. In all cases of the 
chronic form of the disease the cholesterol content of the 
affected tissues is markedly increased. Only one case 
of spontaneous recovery from the acute form has been 
reported. The results of treatment of visceral reticulo- 
endotheliosis with antibiotics, irradiation, radioactive 
isotopes, colloidal gold, or mustard gas have not been 
impressive, but favourable effects have been reported 
with corticosteroids and anti-folic-acid compounds. 

From experience gained in the treatment of 5 children 
over a recent 6-year period the author considers that 
administration of high doses alternately of corticosteroids 
and anti-folic-acid compounds (2 weeks of the former and 
2 weeks of the latter repeated for a total of 12 weeks) and 
then maintenance therapy for an extended period of time 
offers a possibility of cure. In 4 of the cases striking 
improvement with disappearance of most of the symp- 
toms and signs followed administration of either 2-5 mg. 
of aminopterin daily for 2 weeks or 350 or 400 mg. of 
hydrocortisone daily. However, a rapid decrease in all 
blood elements occurred in one patient given the former 
drug and severe hypertension necessitating cessation of 
treatment in one given hydrocortisone. There was a 
relapse within 12 days of stopping treatment in 3 cases, 
but another course again produced a remission. The 
patients have now been symptom-free for 24 years, 4 
years, 13 months, and 18 months respectively on main- 
tenance therapy with 75 mg. of cortisone on 4 alternate 
days of the week and 2-5 mg. of aminopterin on the other 
3 days. All clinical signs of disease have disappeared 
except in one patient in whom bone lesions and lung 
infiltration are still present. A. Ackroyd 
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119. The Stimulant Effect of Wakefulness on Respira- 
tion: Clinical Aspects 

R. B. Fink. British Journal of Anaesthesia [Brit. J. 
Anaesth.) 33, 97-101, Feb., 1961. 3 figs., 19 refs. 


In this paper from Columbia University, New York, 
the author challenges the long-held belief that the respira- 
tory minute volume of a conscious subject varies accord- 
ing to the tension of carbon dioxide; he agrees that 
whereas this mechanism has been well substantiated in 
experimental animals and patients under anaesthesia, he 
has failed to find any experimental verification for a 
similar response in the conscious subject. The critical 
threshold for pCO 2 necessary to produce apnoea in a 
conscious subject as reported in the literature has varied 
widely, from 30-5 to 48 mm. Hg; furthermore, the con- 
clusions of various workers who hold opposing views on 
the existence of such a mechanism are cited. 

To throw further light on this problem the author 
recently studied the effects of forced breathing for 2 to 8 
minutes on 13 healthy men. By this procedure the end- 
tidal pCO> in these subjects was reduced to a mean of 
224mm. Hg. In spite of this, on discontinuing hyper- 
ventilation rhythmic spontaneous respiration was im- 
mediately resumed in every case. During the first 
minute ventilation was usually greater than before the 
test; thereafter the minute volume fell to about two- 
thirds of the control value and remained steady at this 
level for several minutes while the end-tidal pCO, 
gradually rose towards normal. The author argues that 
the contrast between the alterations in pCO, and the 
unaltered respiratory pattern suggests the presence of 
some other constant stimulus, and in this study a close 
association with wakefulness was accidentally corrobor- 
ated in 2 of the subjects who dozed off for about 20 
seconds when the pCO» happened to be below normal; 
in both men respiration ceased abruptly, but it immedi- 
ately started again when they were roused by an auditory 
stimulus. 

The author tentatively ascribes the stimulant effect of 
wakefulness on respiration to the reticular system of the 
brain-stem and describes some experiments providing 
evidence that both arousal and respiratory activation 
involve this formation. 

[The author has rendered a useful service by raising a 
point of issue over a mechanism hitherto tacitly thought 
to be understood, but obviously meriting reconsidera- 
tion.] Michael Kerr 


120... ** Acute Wheezy Chests ’’: Clinical Patterns and 
Natural History 

J. Fry. British Medical Journal (Brit. med. J.| 1, 227- 
232, Jan. 28, 1961. 11 refs. 


This paper records the experience of a general prac- 
titioner in one of the suburbs to the south-east of Lon- 
don, with particular reference to the incidence of 


‘“* wheezy chest’. The practice cared for 5,047 patients, 
2,432 male and 2,615 female; 327 of these had attacks 
of ** acute wheezy chest ’’ and were observed for 5 years 
or longer between 1949 and 1958. Eventually the cases 
could be classified as follows: wheezy children, 126; 
asthmatics, 98; and chronic bronchitics, 121 (18 were 
included in more than one group). The 126 wheezy 
children represented 16°% of the 797 children in the prac- 
tice, and one-third of them had an allergic condition 
such as urticaria or spasmodic rhinorrhoea. Most of 
the children had started attacks by the age of 6 years, 
and the incidence fell off by the age of 8; in 92°% an 
attack followed an acute infection of the upper respira- 
tory tract. Follow-up study of these children showed 
that 87°% lost the tendency to wheeze and 10°%, became 
asthmatics. 

Asthma was diagnosed in 98 of the 5,047 patients, an 
incidence of 20 per 1,000. Attacks had started before 
the age of 10 years in 83°%. During the first decade the 
number of boys exceeded that of girls, but after the 
age of 20 women exceeded men, so that the sex distribu- 
tion of the whole series was equal. Asthma usually 
became less severe as the patients aged, and only 10% 
became badly disabled. There were 3 deaths, all in 
women—one from rupture of an emphysematous bulla, 
one from cor pulmonale, and a third from periarteritis 
nodosa. Arthur Willcox 


121. Abnormalities of Pulmonary Gas Exchange in 
Obesity 

S. I. Saw. Annals of Internal Medicine [Ann. intern. 
Med.] 53, 1121-1129, Dec. 15, 1960. 2 figs., 28 refs. 


In an attempt to elucidate the sequence of events that 
ultimately lead to the development of the so-called ** Pick- 
wickian syndrome ”’ the author, at the Medical College 
of Virginia, Richmond, studied 20 subjects chosen because 
of their marked obesity. None of them had cardiac or 
pulmonary disease. The mean vital capacity was 89% 
of normal, the mean forced expiratory volume 82%, of 
the vital capacity, and the mean tidal volume 465 ml. 
Arterial carbon dioxide tension was normal (<45 mm. 
Hg) in 9, 45 to 48 mm. Hg in 5, and above 48 mm. Hg in 
6 subjects. Alveolar oxygen tension was normal in 9, 
low normal in 5, and below normalin6. Arteria! oxygen 
tension on the other hand was below normal in all 
subjects, the mean value being 70 mm. Hg. Diffusing 
capacity was found to be slightly below the normal 
average. 

The author considers that the basic deviation in gas 
exchange in cases of obesity consists in a disturbance of 
the ventilation—perfusion relationship. He also con- 
siders that the rapid, shallow breathing of the obese may 
cause regional atelectasis and produce increased venous 
admixture, thus lowering the arterial oxygen tension. 

G. M. Little 
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122. The Relationship between Effort Intolerance, Spiro- 
metry and Blood Gas Analysis in Patients with Chronic 
Obstructive Airway Disease 

J. SMART, S. Nami, and L. H. Caper. British Journal of 
Diseases of the Chest (Brit. J. Dis. Chest] 55, 6-16, Jan., 
1961. 4 figs., 14 refs. 


A group of 38 male patients (mean age 52, range 19 to 
68 years) and 6 female patients (mean age 51, range 26 to 
70 years), all of whom had chronic obstruction of the 
airways and attended hospital because of cough, sputum, 
and breathlessness, were studied by the authors at the 
London Chest Hospital. Most of these patients would 
have been diagnosed by most physicians as having 
“chronic bronchitis and emphysema ’”’. The one-second 
forced expiratory volume (F.E.V.;) was determined both 
before and after an adrenaline spray, and gas analysis 
of brachial arterial blood was carried out both at rest 
and after the performance for 2 minutes of straight-leg 
raising in time with a metronome at a rate of 15 cycles 
per minute in each of them. The results of these tests 
were related to each other (they are presented in scat- 
ter diagrams and in tables) and to the degree of effort 
intolerance, the patients being grouped in three grades 
of mild, moderate, and severe intolerance on a clinical 
basis. 

It was shown (1) that the mean arterial desaturation at 
rest and the mean reduction in saturation after exercise 
in the three groups increased with increased effort intoler- 
ance; (2) that in the majority of patients in whom the 
F.E.V.,; expressed as a percentage of the predicted 
normal vital capacity was less than 30 the arterial oxygen 
saturation at rest was less than 92°%; and (3) that until 
the F.E.V.; as a percentage of the predicted vital capacity 
fell below 30 the arterial blood carbon dioxide tension 
remained within the normal range. The authors con- 
sider these interrelationships to be characteristic of 
obstructive airways disease and of its severity and 
suggest that by interrelating the results of these common 
tests obstructive airways disease can often be distin- 
guished from other types of pulmonary disease and 
from heart disease, while an estimate of its severity can 
be more readily made. P. Hugh-Jones 


123. Chronic Bronchitis: Changes in the Bacterial Flora 
of the Sputum Associated with Exacerbations and Long- 
term Antibacterial Treatment 

A. W. Cooper, G. M. WILLIAMSON, K. ZINNEMANN, 
G. F. Epwarps, and H. THORNTON. British Journal of 
Diseases of the Chest [Brit. J. Dis. Chest] 55, 23-29, 
Jan., 1961. 17 refs. 


At Leeds Chest Clinic observations were made on 24 
selected patients with chronic bronchitis who were 
regularly producing purulent sputum and known from 
Previous studies to harbour non-capsulated Haemophilus 
influenzae in their sputum. Half the patients were given 
continuous treatment with 1 g. of oxytetracycline together 
with an equal amount of triple sulphonamide daily 
during the 6 winter months of 1956-7, the other half 
receiving indistinguishable dummy capsules and tablets. 
This treatment was reversed for the two groups during 
the winter months of 1957-8, so that each patient acted, 


at a different time, as his own control. Because of 
deaths or irregular attendance complete records for the 
two winters were available for only 9 patients, 4 from 
the treatment group and 5 controls during the first winter 
and vice versa for the second winter. At each follow- 
up examination the authors recorded the 24-hour volume 
and naked-eye appearance of the sputum, the growth of 
“* five potential pathogens ”’ in conventional culture after 
24 and 48 hours’ incubation, and the number of H. 
influenzae and pneumococci per ml. of sputum, as 
determined by viable bacterial counts of serial tenfold 
dilutions of the homogenized sputa on chocolate agar 
plates containing 0-5 unit of penicillin for H. influenzae 
and 2 yg. of streptomycin per ml. for the pneumococci. 
It was found that such long-term therapy with oxy- 
tetracycline and triple sulphonamide in low dosage did 
not effect an appreciable reduction in the bacterial counts 
during the 6 winter months except during exacerbations, 
when the reduction in the counts was confined to H. 
influenzae. Also this therapy, in the low dosage used, 
was found to have no effect in lowering the incidence of 
acute exacerbations, but there was evidence to show that 
it did reduce significantly the ratio of total time spent in 
bed, off work, or both, to the total duration of exacerba- 
tions. There was a fivefold increase in resistance of H. 
influenzae to the combined treatment in strains from only 
2 patients. Strains from the remaining 10 (counting 
those treated during both winters) were as sensitive after 
as before the 6-month treatment. P. Hugh-Jones 


124. Chronic Bronchitis in African Miners and Non- 
miners in Northern Rhodesia 

R. Paut. British Journal of Diseases of the Chest (Brit. 
J. Dis. Chest] 55, 30-34, Jan., 1961. 15 refs. 


From his experience at the Pneumoconiosis Medical 
and Research Bureau of Northern Rhodesia, where some 
35,000 African mine-workers from six copper mines have 
been examined clinically and radiologically each year for 
about 15 years, the author formed the impression that 
the prevalence of chronic bronchitis in these workers was 
very low, in spite of their exposure in the mines to silica 
dust (the maximum allowable concentration of which, 
in the particle-size range of 0-4 to 7 pu, is 350 particles 
per ml.), this despite the fact that it has been suggested 
that workers exposed to silica are more liable to develop 
bronchitis, even in the absence of established silicosis, 
than workers not so exposed. 

In an attempt to confirm this impression 3,536 un- 
selected African miners (average age 38 years) and 1,815 
non-miners (average age 29-8 years) with no dust exposure 
were questioned, always by the same observer, at their 
annual attendance at the Bureau in 1959 as to (1) whether 
or not they had a persistent cough with sputum, and 
(2) their smoking habits. The age distribution was such 
that there were few miners over the age of 50 years. 
If the answer to the first question was in the affirmative, 
suggesting the presence of chronic bronchitis, the man 
was referred to the author for further questioning and 
examination; in addition, any subject presenting at the 
annual routine clinical examination with the physical 
signs of bronchitis was also referred by the examining 
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clinician. Only 5 of the miners (and none of the control 
subjects) fulfilled the author’s criteria for the diagnosis of 
chronic bronchitis. One further patient with persistent 
cough and sputum was known to have bronchiectasis 
and was excluded. The author considers that the very 
low incidence revealed in this study gives no support to 
the suggestion that exposure to silica dust predisposes 
to the development of chronic bronchitis. A statistically 
significantly greater proportion of the non-miners than 
of the miners were smokers, though a greater proportion 
of heavy smokers was found among the miners; it is 
noted, however, that only about 4°% of the men in each 
group smoked more than 20 cigarettes a day. Post- 
mortem histological examination of the lungs of 675 
African miners, more than half of whom had died in 
accidents, also revealed a low incidence of bronchitis 
(16 cases); this higher incidence than in the living sub- 
jects was thought to be due to the acceptance of more 
stringent criteria for the minimal pathological changes 
of chronic bronchitis, as only 2 of the deceased miners 
had complained of persistent cough and sputum during 
life. 

The author concludes that among the factors con- 
tributing to the very low incidence of bronchitis in this 
series were the moderate smoking habits of the popula- 
tion, the absence of atmospheric pollution away from 
work, the abundance of sunshine, and the complete 
absence of fog. P. Hugh-Jones 


125. A Study of Cor Pulmonale in Patients with Chronic 
Bronchitis 

M. M. Ptartrts, J. D. S. HAMMOND, and C. H. STUART- 
Harris. Quarterly Journal of Medicine [Quart. J. Med.} 
29, 559-574, Oct. [received Dec.], 1960. 4 figs., 26 
refs. 


From the Royal Hospital, Sheffield, the authors report 
a study carried out over the past 8 years of cor pulmonale 
occurring in 23 patients with chronic bronchitis who 
were selected for study because they had been seen both 
before and after the onset of congestive cardiac failure 
and because the results of tests of both pulmonary and 
renal function, together with values for blood gas levels, 
haematocrit, and haemoglobin and the electrocardio- 
gram (ECG) and chest radiographs were available for 
all stages of their disease. Pulmonary function and 
blood gas findings in these 23 patients were compared 
with those in 71 suffering from chest disease only and in 
whom heart failure had not developed. 

It was found by comparing the indices of vital capacity, 
indirect maximum breathing capacity, residual volume, 
and mixing efficiency in the two groups that the ventila- 
tory defect was not increased to any greater degree in the 
patients with cor pulmonale than in those with chest 
disease alone. However, abnormal blood gas values 
preceded the development of congestive cardiac failure 
by months or even years and became still more abnormal 
when heart failure developed. The arterial blood 
changes consisted in a higher carbon dioxide tension and 
a lower percentage oxygen saturation, these changes 
being present in 20 of the 23 with cor pulmonale. Car- 
diac failure was preceded by a fall in the mean cor- 


puscular haemoglobin concentration, although the blood 
haemoglobin value remained normal. Of the ECGs of 
17 patients recorded before the onset of cardiac failure, 
13 were considered to show abnormalities, such abnor- 
malities being present in a significantly lower proportion 
of the patients suffering from chronic bronchitis only, 
The development of a ** P pulmonale ” and an abnormal 
QRS complex in Lead V1 often preceded the onset of 
heart failure. Renal function studies performed on 1| 
patients before, during, and after the failure occurred 
showed that the glomerular filtration rate was normal, 
but that renal plasma flow was reduced and the filtration 
fraction increased before the onset of failure and that 
during and after heart failure these changes persisted. 

It is concluded that in chronic bronchitis heart failure 
cannot be reliably predicted by any single index, and the 
disturbances in ventilatory function are of little help in 
assessing the degree of involvement of the cardiovascular 
system. The finding of a P pulmonale in the ECG or of 
an increased filtration fraction is, however, of more 
reliable significance, in that it probably indicates serious 
circulatory involvement, while alterations in the arterial 
blood gases carry even more prognostic significance. 
Lastly it is considered that a raised carbon dioxide 
tension, together with arterial blood oxygen unsaturation, 
is the best indicator of impending congestive cardiac 
failure. The authors conclude that whether further 
deterioration in function at this stage can be prevented 
by such measures as salt restriction is a matter for 
speculation. 

[This is an excellent paper which represents the results 
of several years of careful work.] 

J. Warwick Buckler 


126. Pulmonary Disease in Adults Associated with Un- 
classified Mycobacteria 
L. C. CHRISTIANSON and H. J. DewLetr. American 
Journal of Medicine [Amer. J. Med.| 29, 980-991, Dec., 
1960. 6 figs., 42 refs. 


The unclassified mycobacteria may be divided into 4 
groups—namely, the photochromogens, scotochromo- 
gens, non-chromogens (Battey type), and the “ rapid 
growers *’—the last 2 groups being less well defined than 
the first 2. The authors of the present paper have 
reviewed the records of all cases of pulmonary disease 
associated with the isolation of unclassified mycobacteria 
from the sputum which were admitted to a tuberculosis 
centre in Dallas, Texas, over 3 years. These repre- 
sented roughly 1° of all admissions to the centre during 
that time. They were divided into 3 groups. The 
patients in Group I—“ no active pulmonary infection” 
—had only one positive culture, regarded as an “ acci- 
dental ” finding, and were excluded from study. 

Group II—*‘ mixed pulmonary infections 
tained 14 patients with positive cultures for both Myco- 
bacterium tuberculosis and unclassified mycobacteria. 
None of these patients had previously received treat- 
ment with antituberculous drugs; in many of them the 
disease was far advanced and the Myco. tuberculosis was 
resistant to one or more of the antituberculous drugs. 
It is considered that the unclassified mycobacteria were 
probably secondary invaders. 
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Group III—‘ unclassified mycobacterial pulmonary 
infections ”—consisted of 25 patients with radiological 
evidence of lung disease, culture of whose sputum, 
tissue, or both, was usually repeatedly positive for myco- 
bacteria. No tubercle bacilli were isolated at any time. 
In half the patients the infection was discovered at routine 
radiography—that is, they were asymptomatic; the other 
half had mild chest symptoms, usually of short duration. 
Cavitary disease was present in 21 cases, and in 7 it was 
far advanced. The cavities were usually thin-walled, 
with strand formation more prominent than pericavitary 
infiltration as seen in true tuberculosis. These patients 
were treated with antituberculous drugs. Sputum con- 
version was achieved in 23 cases, but x-ray improvement 
was disappointing; several of the patients were, in fact, 
subjected to resection. The histological pattern in 
resected tissue was similar to that found in tuberculosis, 
except that there was a higher degree of submucosal, 
non-ulcerating endobronchitis; the giant cells were 
usually larger than those found in tuberculosis. 

Paul B. Woolley 


127. Lung Cancer in World War I Veterans: Possible 
Relation to Mustard-gas Injury and 1918 Influenza 
Epidemic 

G. W. BeeBe. Journal of the National Cancer Institute 
[J. nat. Cancer Inst.} 25, 1231-1252, Dec., 1960. 1 fig., 
24 refs. 


The similarity between the epithelial proliferation 
observed in some cases of influenzal pneumonia seen in 
the 1918 influenza pandemic and that occurring in 
invasive neoplasm on the one hand and observations 
on the carcinogenic activity of nitrogen and sulphur 
mustards in one strain of mice on the other suggested 
to the author that influenzal infection and exposure to 
mustard gas might be causes of lung cancer in man. 
This hypothesis has now been tested by studying the 
mortality of U.S. Army veterans of the First World War. 
Men were selected from the central files of the U.S. 
Armed Forces and Veterans Administration records who 
had been members of the American Expeditionary Forces 
and had (1) been admitted to hospital with pneumonia 
between September and November, 1918, (and who might 
be presumed to have been suffering from influenza) or 
(2) had been admitted to hospital because of mustard- 
gas poisoning between August and October, 1918; a 
third group of men with wounds of the extremities were 
selected as controls. The samples were limited to white 
males alive on January 1, 1919, and having been born 
between 1888 and 1893, and each sample contained be- 
tween 1,800 and 2,600 men. The records were followed 
to the end of 1955, by which time 2,441 of the ‘men were 
known to have died, the record usually including a 
Photostatic copy of the death certificate. If cancer was 
stated to be the cause of death further information 
was sought. 

The total mortality in the three groups was 95% of 
that expected for corresponding age-specific death rates 
for the whole country. In the first decade of observa- 
tion it was only 71°% of the expected mortality, presum- 
ably reflecting the effect of screening for fitness for mili- 


tary service. The three groups differed significantly in 


regard to mortality only in the second decade of observa- 
tion, when those who had had mustard-gas poisoning 
showed higher rates, largely due to deaths from pneu- 
monia and tuberculosis. The mortality from lung cancer 
was higher in the mustard-gas group (1-32°%) than in the 
control group (1-01°%) or the pneumonia group (0-75°%), 
but the difference between the mustard-gas and the con- 
trol groups was not statistically significant. The small 
excess in the mustard-gas group is compatible with the 
results of the study in Great Britain by Case and Lea 
(Brit. J. prev. soc. Med., 1955, 9, 62), who showed that 
the mortality from lung cancer among men who had been 
exposed to mustard gas was twice that in the general 
population. Examination of the records of all men who 
died of lung cancer and of 10% of all others showed that 
a higher proportion of the men with mustard-gas poison- 
ing had suffered from bronchitis (65°%) than of those 
who had had pneumonia (35°) or of those in the control 
group (20°); there was, however, no difference between 
the proportions of men who died of lung cancer and of 
those who did not. 

The results of the study provided no evidence that 
exposure to mustard-gas poisoning increased the inci- 
dence of neoplasms in general. Richard Doll 


128. Vascular Invasion in Lung Cancer. Clinical- 
pathological Significance 
J. M. Mosety and D. R. Dickson. American Review 
of Respiratory Diseases [Amer. Rev. resp. Dis.] 82, 807- 
809, Dec., 1960. 9 refs. 


The purpose of the authors of this paper from the 
Cottage Hospital, Santa Barbara, California, is “* to show 
that the presence or absence of invasion of the pulmonary 
venous system by cancer cells is the most important single 
factor affecting survival in lung cancer”. They studied 
histologically specimens from 25 cases of lung cancer 
treated surgically, an average of 15 slides being examined 
in each case. The criteria of vascular invasion adopted 
were standard; free cells within the lumen or invasion 
of the media with the intima still intact was not regarded 
as vascular invasion. 

On this basis venous invasion was found in 22 of the 
25 cases. Of the 3 patients with no evidence of venous 
invasion, one was well 6 years 9 months after pneumo- 
nectomy, another died of alcoholism 3 years 10 months 
after surgery, and the third was well after 2 years 8 
months. Of the 22 patients with venous invasion, 12 
died within a year, 5 during the next year, and 3 in the 
third year; 2 others have survived for 2 years 7 months 
and 2 years 5 months respectively. In 12 cases there 
were neoplastic changes in the hilar lymph nodes; all 
these patients showed vascular invasion and all are dead. 
Of the 13 without hilar lymph-node involvement, 8 are 
dead and 7 of these showed blood-vessel invasion. 

G. Clayton 


129. Cancer of the Lung in South-West England and 

London. An Epidemiological Study of Histological Type 

M. HENDERSON and M. P. Curwen._ British Journal of 

Cancer (Brit. J. Cancer| 15, 19-29, March, 1961. 
10 refs. 


1 fig., 
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130. The Treatment of Renal-glomerular Osteodys- 
trophy 

C. E. Dent, C. M. Harper, and G. R. Puivpor. 
Quarterly Journal of Medicine {Quart. J. Med.) 30, 1-31, 
Jan., 1961. 37 figs., 17 refs. 


This paper, from University College Hospital, London, 
describes the results of treatment with various forms of 
vitamin D in 13 patients aged 2 to 52 years with radio- 
logical evidence of osteodystrophy in association with 
severe “‘renal glomerular failure”. Most of these 
patients showed features of both rickets (or osteomalacia) 
and hyperparathyroidism. One additional patient, a 
child with renal disease and dwarfism but no radiological 
evidence of osteodystrophy, was also studied. In most 
cases the patients received daily either “* ATIO” (a 
proprietary form of irradiated ergosterol) in a dose 
of 1-0 to 7-5 mg. or dihydrotachysterol, 0:25 to 5-0 mg. 
One patient was given pure vitamin D2 and 2 pure 
vitamin D3 (prepared in the hospital pharmacy) in doses 
of 0:25 to 2:5 mg. daily. Usually small maintenance 
doses (0-25 mg. per day) of the various preparations were 
found to be necessary. Dosage was controlled by the 
results of calcium and phosphorus balance studies carried 
out on 13 of the patients in the metabolic ward and by 
the findings of repeated radiography of the wrists and 
knees. Whensigns of excess dosage appeared—indicated 
by a rising serum calcium level and excessive urinary 
calcium loss—the treatment with vitamin D was tem- 
porarily discontinued. 

One patient, treated with alkali and 2-5 mg. of calci- 
ferol daily ‘“‘in a rather haphazard fashion” before 
the facilities to perform balance studies became available, 
showed no definite radiological improvement and there 
was gross ectopic calcification at death. The results of 
treatment in the remaining 13 cases were more favour- 
able. In 10 who survived for more than one month with 
treatment there was clinical improvement and radio- 
logical evidence of bone healing. Calcium balance 
studies indicated that these patients when untreated were 
in a state resembling that encountered in cases of vitamin- 
D deficiency. 

[The detailed case summaries presented cannot be 
adequately abstracted and should be consulted in the 
original paper. ] 

There appeared to be no marked qualitative differences 
between the individual preparations of vitamin D em- 
ployed when these were administered in comparable 
doses. The addition of alkali to the treatment schedule 
did not confer any significant benefit. In one patient 
temporarily treated with aluminium hydroxide there was 
a phase of deterioration in the state of the rickets which 
was attributed to the production of phosphorus defici- 
ency, a phenomenon “ not previously reported in man ”’. 
In conclusion the authors recommend that patients with 


chronic renal disease should be examined bearing the 
possibility of bone complications in mind, and they sug- 
gest that vitamin-D therapy may be used with advantage, 
provided careful control of the dosage is achieved. 
Hewett A. Ellis 


131. Importance of Early Treatment of the Nephrotic 
Syndrome 

W. HEYMANN and J. L.P. HUNTER. Journal of the Ameri- 
can Medical Association [J. Amer. med. Ass.| 175, 563- 
568, Feb. 18, 1961. 2 figs., 11 refs. 


This paper from Western Reserve University, Cleve- 
land, Ohio, describes the results of steroid therapy in 63 
children with the nephrotic syndrome, the diagnosis of 
which was based upon the presence of anasarca with 
massive proteinuria, hypoalbuminaemia, and _hyper- 
lipaemia, no attempt being made to classify the cases 
further. 

Initial treatment was for 4 to 7 weeks, prednisone in 
a dosage of 40 mg. daily being administered in 17 cases, 
triamcinolone (32 mg. daily) in 17, and prednisone and 
triamcinolone alternately in 21, while in 8 cortisone (200 
mg. daily) and prednisone (40 mg. daily) were given 
alternately. Therapy was discontinued abruptly as soon 
as the urine had been free from protein for 2 weeks. 
Persistent cases were treated intermittently for periods 
of up to 7 months, 400 mg. of cortisone, 80 mg. of 
prednisone, or 60 to 68 mg. of triamcinolone being given 
on 3 days in each week. In patients not responding to 
this regimen treatment was temporarily discontinued for 
2 to 3 months. 

A favourable response to therapy was obtained in 29 
(85-3°%) of 34 children in whom the treatment was 
begun within 3 months of the onset of symptoms, but in 
only 15 (51-8°%) of 29 in whom it was instituted after 
3 months. The value of early treatment was also con- 
firmed by the observation that 21 (70°%) of 30 children 
treated within the first 3 months required admission to 
hospital on only one occasion, whereas in only 9 (29°) of 
31 cases treated after 3 months from onset was one 
admission adequate. (Patients were not re-admitted to 
hospital unless they were in renal failure or were grossly 
oedematous.) Furthermore, of 30 children treated with- 
in the first 3 months, 10 (33°%) required only the one 
initial course of treatment, whereas the corresponding 
figure for the later treated children was only 3 (9-7°,) out 
of 31. 

The authors conclude that steroid therapy is beneficial 
in the treatment of the nephrotic syndrome and empha- 
size that the present study suggests that early therapy 
increases the chance of a favourable outcome. The 
major complications of the therapy were Cushing’s syn- 
drome and inhibition of growth, while striae were noted 
in 8 of 33 children, hypertension in 12 of 61, and con- 
vulsions in 4 of the 63 patients. Hewett A. Ellis 
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132. Changes in the Metabolism of Calcium and Phos- 
phorus in the Various Phases of Acromegaly and following 
the Implantation of the Pituitary Gland with 9°Y. [In 
English] 

oa. MOLINATTI, F. CAMANNI, O. LOSANA, and M. 
OuiveTtT!. Acta endocrinologica [Acta endocr. (Kbh.)]| 
36, 161-179, Feb., 1961. 3 figs., 30 refs. 


In acromegaly osteoporotic changes are found in addi- 
tion to the active periosteal osteogenesis which is typical 
of the disease. The associated metabolic change is 
believed to consist in a negative calcium phosphorus 
balance, a tendency to a high blood phosphorus level, 
and normal blood calcium and alkaline-phosphatase 
levels. 

From the University of Turin the present authors re- 
port a study of calcium and phosphorus metabolism 
during various phases of evolution Of the disease (and 
also in 9 cases after inactivation of the pituitary gland 
by means of radioactive yttrium (9°Y)) in 13 acromegalic 
patients (5 males and 8 females) aged between 26 and 61. 
In each case radiological, hormonal, and metabolic 
studies were performed, the metabolism of calcium and 
phosphorus being evaluated by determining the daily 
urinary excretion of these elements and the serum cal- 
cium, phosphorus, and alkaline-phosphatase levels. 

Serum calcium levels varied between slightly raised and 
normal values. No definite relationship was found be- 
tween the serum calcium level and urinary calcium excre- 
tion, but increased urinary excretion was usually found 
in patients with a high serum calcium level. A decrease 
in the calcaemia and calciuria followed the inactivation 
of the pituitary gland. Spontaneous calciuria was 
increased in 12 cases, even in the absence of radio- 
logical evidence of skeletal demineralization. A certain 
relationship between the degree of hypercalciuria and the 
activity of the disease appeared to exist. In 2 cases 
with severe acromegalic symptoms there was also marked 
hyperglycaemia and glycosuria, suggesting that the 
disease was in an active phase of evolution; in these 
patients the rate of urinary calcium excretion was very 
high. The implantation of 9°Y in the pituitary gland 
produced either the disappearance or a marked decrease 
in the changes of glucose turnover, after a temporary 
increase, and also a marked improvement in the clinical 
Picture, with disappearance of headache, back pain, 
polydipsia, and sweating. The response to a calcium 
tolerance test showed that in most cases both spontaneous 
and induced calciuria behaved in a similar way. The 
serum phosphorus level was found to be within the nor- 
mal range in almost all the patients examined, even when 
the disease was most active, but urinary phosphorus 
excretion was abnormally high in almost all cases; how- 
ever, this decreased rapidly following the implantation 
of 9°Y in the pituitary gland. The alkaline-phosphatase 
activity in the serum was found to be either at the upper 


limit of normal or above it. Evaluation of hormonal 
activity revealed no significant changes. 

Discussing their findings the authors suggest that as the 
calcium excretion in the faeces has been shown to be 
almost constant and within normal range in acromegalics, 
the increase in urinary calcium excretion may be taken 
as reliable evidence of negative calcium balance. In 
considering the changes in calcium metabolism in various 
phases of the disease they point out that these changes 
reveal a demineralization process other than that typical 
of osteoporosis. The level of urinary excretion of cal- 
cium and often that of phosphorus seem to depend on 
the activity of the disease. The almost constant finding 
of an immediate correction of both spontaneous and 
induced hypercalciuria after inactivation of the pituitary 
gland seems to indicate the intervention of a pituitary 
factor in the pathogenesis of the changes in calcium and 
phosphorus metabolism, probably, it is suggested, the 
somatotrophic hormone (S.T.H.). Although S.T.H. is a 
prevailingly anabolic hormone, the authors point out that 
in 2 of their patients they did observe the combination of 
increased urinary calcium excretion and increased calcium 
retention, thus suggesting an increase in both bone 
formation and bone destruction, as occurs in acromegaly. 
This metabolic trend is similar to that found in periods 
of rapid bone growth and would be consistent with an 
increased secretion of $.T.H. John Lister 


THYROID GLAND 


133. -Radicactive Iodine in the Treatment of Hyper-: 
thyroidism: Experience at the Toronto General Hospital 
1950-58 

R. Votp£, D. L. ScHatz, A. Scott, J. A. PELLER, J. M. 
VALE, C. EzrIn, and M. W. JOHNSTON. Canadian Medi- 
cal Association Journal (Canad. med. Ass. J.] 83, 1407- 
1413, Dec. 31, 1960, and 84, 37-42, Jan. 7, 1961, and 
84-87, Jan. 14, 1961. 11 figs., bibliography. 


The authors present from Toronto General Hospital 
a review of their experience in the treatment of hyper- 
thyroidism with radioactive iodine (13!]), based on the 
treatment between December, 1950, and July, 1958, of 
542 patients, of whom 403 had diffuse goitre and 139 
nodular goitre. In recent years any hyperthyroid patient 
over 25 years of age has been accepted for treatment 
unless she was pregnant or lactating, and a few patients 
with special indications have been treated even though 
younger. Complete follow-up was not always possible, 
only 85°%% of the patients being followed up for one year 
and progressively smaller proportions for longer periods. 
The dosage of 1311 was usually about 120 yc. per g. 
estimated thyroid weight for diffuse goitres and 20 to 
45 mc. for nodular goitres. The dose for a second or 
later treatment, if required, was decided after reviewing 
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the response to the first, and was never given within 8 
weeks after the first dose. Antithyroid drugs were not 
normally administered after '3!1. All patients responded 
eventually to treatment with !3!], the largest total doses 
given being 51 mc. for a diffuse goitre and 124 mc. for a 
nodular toxic goitre. 

In both types of the disease the results of treatment 
were similar, 72°%, and 79°, respectively responding to 
the first treatment; of these, 18°, and 12°% respectively 
developed permanent hypothyroidism, some of them as 
late as 2 to 6 years after treatment. In most cases of 
diffuse goitre the gland returned to normal size, but 
palpable nodules remained after treatment in many of 
the cases of nodular goitre. Cardiac rhythm reverted 
from auricular fibrillation to normal rhythm in 17 out 
of 61 patients with diffuse goitre and in 6 out of 40 with 
nodular goitre. In only 2 doubtful cases was treatment 
followed by exacerbation of symptoms, while of 185 
patients with exophthalmos, the eye signs were improved 
in 30 (7 after initial worsening) and became permanently 
worse in 2. The well-known hazards of treatment with 
radioactive iodine are reviewed in detail, but are con- 
sidered to be negligible, the authors concluding that this 
type of treatment is better than surgical thyroidectomy 
for all patients except children and pregnant or lactating 
women. 

[This paper is particularly interesting in that it confirms 
that some Canadian as well as United States authorities 
are tending to regard treatment with !3!I as not only 
permissible, but preferable to surgery, for virtually all 
adult hyperthyroid patients. ] K. E. Halnan 


134. Anaemia in Hypothyroidism: Incidence, Patho- 
genesis, and Response to Treatment 
G. R. TupHope and G. M. Witson. Quarterly Journal 
of Medicine {Quart. J. Med.}| 29, 513-537, Oct. [received 
Dec.], 1960. 9 figs., bibliography. 


The association of anaemia with hypothyroidism is 
well known. In this study, reported from the University 
and Royal Infirmary, Sheffield, the authors have investi- 
gated the incidence of such anaemia and its relationship 
to absorption of vitamin B;2 in 116 (out of 166) cases of 
hypothyroidism seen between 1950 and April, 1959, in 
which adequate haematological information was avail- 
able in that the blood had been examined both before 
and after therapy. Of these 116 patients, 79 had spon- 
taneous primary hypothyroidism and in 37 it had devel- 
oped -after treatment of their thyrotoxicosis with 131], 
x-irradiation, or thyroidectomy. (Patients with hypo- 
thyroidism secondary to hypopituitarism were not 
included in the study.) Before treatment 79 of the 116 
patients were not anaemic and 84 of them had normo- 
cytic erythrocytes; there were thus 5 who showed a mild 
normocytic anaemia with no evident cause. The haemo- 
globin in these cases was restored to normal after treat- 
ment with thyroxine only. 

In 30 patients more detailed investigations (full details 
of which are given) were carried out, these including 
measurement of the absorption of a dose of labelled 
vitamin B;> administered with and without intrinsic 
factor, total erythrocyte volume by the radioactive- 


chromium technique, plasma volume by the dye-dilution 
method, the utilization of radioactive iron, serum iron 
and vitamin-B;2 levels, serum protein-bound iodine 
(P.B.1.) level, and the basal metabolic rate; in 7 cases a 
gastric mucosal biopsy specimen was also examined. 
The criterion of anaemia was a haemoglobin value of 
less than 12 g. per 100 ml. in women and 13-9 g. per 
100 ml. in men. 

Of the 37 patients who were anaemic (including the § 
with a normocytic anaemia), 17 had a microcytic anaemia, 
13 pernicious ana. —_— and 2 had other types of macro- 
cytic anaemia. Pai.cats with an iron-deficiency micro- 
cytic anaemia did not respond to thyroxine alone, but 
showed an adequate response to administration of iron 
without treatment of the hypothyroidism. The high 
incidence of pernicious anaemia in this series (7-8°{) is 
emphasized; further, the 13 cases did not include one 
patient found to have gastric atrophy, defective vitamin. 
B;2 absorption, and a low serum vitamin-B;> level, but 
no evidence of a megaloblastic anaemia. The pernicious 
anaemia occurred most often among the patients with 
idiopathic hypothyroidism. However, depressed thyroid 
function alone did not affect the absorption of vitamin B,) 
and the reason for the association between these two 
apparently independent diseases is not known. The 
presence of macrocytosis in a blood film from a myx- 
oedematous patient should not therefore be attributed 
solely to hypothyroidism, and a true vitamin-B,> defi- 
ciency must first be excluded. It was found that the 
erythrocyte volume increased not only in the anaemic 
cases treated with thyroxine, but also in 2 patients with- 
out anaemia who showed no change in the haemoglobin 
level after therapy. In patients whose haemoglobin 
level increased significantly after treatment. the erythro- 
cyte volume also increased but the plasma volume 
remained unchanged, whereas in those without anaemia 
both the plasma volume and the erythrocyte volume 
increased. Erythrocyte survival was normal in the 8 
cases in which this was determined, as was also the 
utilization of tracer doses of radioactive iron. 

J. Warwick Buckler 


135. Association of Hashimoto’s Thyroiditis and Rheu- 
matoid Arthritis 

W. W. BucHANAN, J. Crooks, W. D. ALEXANDER, D. A. 
Koutras, E. J. Wayne, and K. G. Gray. Lancet 
[Lancet] 1, 245-248, Feb. 4, 1961. 35 refs. 


In this investigation undertaken at the Western Infir- 
mary, Glasgow, to determine if there was possibly a 
relationship between rheumatoid arthritis and Hashi- 
moto’s thyroiditis the authors studied 31 female and 3 
male patients with Hashimoto's thyroiditis, 73 patients 
with rheumatoid arthritis, and a large control group 
consisting of 179 women attending various clinics, 125 
diabetics, and 54 patients with dyspepsia. 

Of the 31 women with Hashimoto's thyroiditis, diag- 
nosed on the basis of a goitre and a positive precipitin 
reaction or histologically, 5 had arthritis resembling 
rheumatoid arthritis in that it was characterized by 4 
positive Rose-Waaler reaction and radiological joint 
changes, while a further 3 patients had a positive Rose- 
Waaler reaction but no other evidence of rheumatoid 
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arthritis and one with a negative Rose—-Waaler reaction 
had equivocal signs of rheumatoid arthritis. One of the 
3 male Hashimoto patients had rheumatoid arthritis and 
apositive L.E. test. In contrast, only 2 of the 179 female 
control patients had rheumatoid arthritis. Although 
the zinc sulphate turbidity was considerably raised in 4 
of the 6 patients with Hashimoto’s thyroiditis the y- 
globulin level was never above 1-4 g. per 100 ml. Of the 
46 women with rheumatoid arthritis, the complement 
fixation test with thyroid tissue was positive in 12, of 
whom 2 were hypothyroid and also gave a positive pre- 
cipitin reaction, but neither had a goitre. This incidence 
of positive complement fixation reactions (26%) was 
significantly higher than the 27 found among the 244 
female controls (11%). None of the 27 men with 
rheumatoid arthritis had clinical or serological evidence 
of thyroid disease, although 6 out of the 292 controls 
showed positive complement fixation test results. 

The authors conclude that there is a significant associa- 
tion between Hashimoto’s thyroiditis and rheumatoid 
arthritis and consider that this clinical association 
favours the view that auto-immunization may play a role 
in rheumatoid arthritis. G. L. Asherson 


DIABETES 


136. The Effect of Sex and Parity on the Incidence of 
Diabetes Mellitus 

M. G. J. M. MA tins, D. J. O’SULLIVAN, 
and M. WALL. Quarterly Journal of Medicine (Quart. 
J. Med.| 30, 57-70, Jan., 1961. 5 figs., 21 refs. 


There has long been general agreement that more 
women than men develop diabetes and particularly after 
the age of 40. Joslin and colleagues attributed the 
difference to an association with obesity in older women 
and this view held sway until Pyke (Lancet, 1956, 1, 818; 
Abstr. Wild Med., 1956, 20, 380) suggested that the 
excess incidence was confined to women who had borne 
children. The present study presents an analysis of all 
patients first attending the diabetic clinics of the General 
Hospital and the Children’s Hospital, Birmingham, 
during the 10-year period 1949-58, the figures being 
correlated with the age and sex distribution in the general 
population of Birmingham (census of 1951). 

The analysis showed that at puberty (10 to 15 years) the 
incidence of diabetes is equal in the two sexes, but before 
the age of puberty and after puberty to age 40 the inci- 
dence is higher among males. After age 40 the over-all 
incidence increases, but more so among females; this 
excess is accounted for by the married women, for the 
incidence in single women is similar to that in nulliparous 
married women and is less than the incidence in men. 
In contrast, the incidence of diabetes in married women 
with children was found to increase with each increase 
in parity—the term is used to include only live births. 
The increased incidence of diabetes in women after the 
age of 45—allowing for the age distribution in the general 
Population—is accounted for by the women who had 
borne 3 or more children. The authors discuss (and 
dismiss) the possible role of increased fertility, obesity, 


and the burden of pregnancy upon carbohydrate meta- 
bolism. They conclude that ** some precipitating factor 
associated with ageing must be invoked as determining 
the age of onset of the disease”. R. E. Tunbridge 


137. Influence of Oxygenation and Deoxygenation on 
Distribution of Insulin Activity among Blood-plasma- 
protein Fractions 

D. C. GARDINER, D. MARTIN-HERNANDEZ, and F. G. 
YounG. Lancet [Lancet] 2, 1269-1271, Dec. 10, 1960. 
2 figs., 7 refs. 


Plasma or serum from arterial blood or from blood 
oxygenated in vitro exerts a greater insulin-like effect on 
isolated rat diaphragm and fat than does plasma or serum 
from venous blood or from blood deoxygenated in vitro. 
Oxygenation of plasma or serum after separation does 


not affect their insulin activity. Further work on the 


effect of oxygenation and deoxygenation on insulin 
activity of separated plasma protein fractions has been 
carried out at the University of Cambridge. 

Experiments were performed with human, dog, and 
slaughter-house blood. Oxygenation and deoxygena- 
tion of whole blood was usually carried out in vitro, but 
similar results were obtained with dog arterial and 
venous samples withdrawn simultaneously. Protein 
fractions were prepared by precipitation with ethanol at 
—5°C. Insulin-like activity was measured by the effect 
on glucose uptake by the rat diaphragm. 

The y globulins from oxygenated blood contained 
more than twice as much insulin activity as those from 
deoxygenated blood. A smaller increased activity with 
oxygenation was seen with the albumin fraction; deoxy- 
genated pig blood inhibited, while oxygenated pig blood 
increased, glucose uptake. 

It is suggested that the effect of oxygenation of plasma 
proteins on insulin activity may be of physiological im- 
portance. The measurement of plasma insulin might 
well be influenced by the degree of oxygenation of the 
venous samples during preparation of the plasma or 
serum. David Phear 


138. Fatal Diabetic Ketosis 

M. G. FitzGerRALp, D. J. O’SULLIVAN, and J. M. 
Mautns. British Medical Journal (Brit. med. J.] 1, 247- 
250, Jan. 28, 1961. 2 figs., 15 refs. ~ 


A general belief has grown up that fatal diabetic 
ketosis has become exceptional, though some recent 
reports do not support this. The present paper is con- 
cerned with the deaths which occurred in a series of 160 
episodes of ketosis representing consecutive admissions 
to the General Hospital, Birmingham, during the period 
1955-9. The episodes occurred in 122 patients; there 
were 60 in males and 100 in females, all of whom were 
over 10 years of age. All the patients showed definite 
clinical evidence of air hunger. There were 19 deaths; 


10 occurred within 24 hours of admission and the other 
9 between 2 and 15 days after admission. 

In the patients aged 60 years and over there were 30 
episodes of ketosis with 10 deaths—a mortality of 33%. 
In 7 cases death was delayed and in 5 of these it was due 
to arterial thrombosis and in 2 to bronchopneumonia. 
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The authors stress the importance of arterial thrombosis 
in this group and suggest that there is a good case for 
routine anticoagulant therapy in the older patient. In 
patients between 20 and 59 years there were 95 episodes 
with 6 deaths—a mortality of 6-3%. Four of these were 
in patients admitted in coma with a systolic blood pressure 
below 100 mm. Hg; one other death was due to acute 
pancreatitis and one to myocardial infarction. In 
patients between 10 and 19 years of age there were 35 
episodes with 3 deaths—a mortality of 8-6%%. In all 3 
fatal cases there was very severe ketosis, and signs of 
brain-stem damage appeared after some hours of appar- 
ently successful treatment. In one case diabetes insipidus 
developed during treatment. In all 3 cases necropsy 
revealed structural cerebral damage of a non-specific 
nature. The authors suggest that this cerebral damage 
is due to metabolic abnormalities of an unknown kind. 
Charles Rolland 


139. Insulin Antagonism in Serum of Untreated Dia- 
betics and in Previously Treated Diabetics with Keto- 
acidosis 

K. GUNDERSEN and R. H. Wituiams. Proceedings of 
the Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol.) 105, 390-393, Nov., 1960 [received Jan., 
1961]. 8 refs. 


The serum of uncontrolled diabetics previously treated 
with insulin has been shown to neutralize the activity of 
insulin as tested in vitro by the rat diaphragm assay. 
The present paper from the University of Washington, 
Seattle, reports studies in which the biological effects 
of insulin on the rat diaphragm incubated in serum from 
untreated diabetics and serum from patients with keto- 
acidosis who had previously been treated with insulin 
were compared. Blood was obtained from 16 patients 
with newly discovered diabetes who had never had 
insulin and 9 patients with untreated ketoacidosis who 
had received insulin at some time in the past. Sera 
from the former group were found to block the action of 
insulin to much the same degree as those from the latter 
group. These data suggest the presence of substances 
in the blood of new diabetics as well as diabetics in keto- 
acidosis which can neutralize the effect of insulin on 
glucose uptake by the rat diaphragm. K. O. Black 


140. Insulin Resistance. (Insulino-résistance) 

L. Justin-BesANCON, S. LAMOTTE-BARRILLON, M. La- 
MOTTE, M. MAGDELAINE, and J. PAOLAGGI. Presse médi- 
cale [Presse méd.| 68, 2171-2174, Dec. 17, 1960. 4 figs., 
bibliography. 


In this study the authors were solely concerned with 
what they call idiopathic or chronic insulin resistance, 
that is, when the daily requirement of insulin is above 
200 units in simple uncomplicated diabetes. The con- 
dition is rare. They accept the antigen-antibody theory 
as an explanation of the occurrence of insulin resistance. 
Insulin may give rise to two types of antibody: (1) a 
reagen (réagine) in the -globulin fraction which is 
responsible for local and general manifestations of insulin 
allergy; and (2) a neutralizing antibody which inhibits 
the hypoglycaemic action of insulin and does not produce 


allergic phenomena, but is believed to be responsible for 
a certain number of cases of resistance to insulin. The 
two types of antibody need not necessarily be found 
together in cases of insulin resistance. The authors 
describe at some length the chemical, biological, and 
physiological properties of the neutralizing factor in the 
light of recent studies of the metabolism of insulin, in 
which insulin labelled with 131I was used. The clinical 
features, as well as the occasionally reported beneficial 
effects of treatment with ACTH, would appear to be in 
favour of the immunological basis of insulin resistance. 
Nevertheless other factors, hormonal and tissular, must 
also operate, since in some cases of insulin resistance no 
insulin antibodies can be detected. The paper includes 
the case histories of 2 cases of insulin resistance, one in a 
woman aged 57 with long-standing diabetes, the other 
in a man of 63 with haemochromatosis. In neither 
case could anti-insulin substances be demonstrated in the 
serum by the method of Lovell. A. I. Suchett-Kaye 


141. Obesity-diabetes and Anorexigenics 

S. K. FrneperG. Journal of the American Medical 
Association [J. Amer. med. Ass.| 175, 680-684, Feb. 25, 
1961. 13 refs. 


The author strongly holds the view that in “ obesity 
diabetes” the primary target is, and must always be, 
the obesity and that in such cases the easy resort to hypo- 
glycaemic drugs is to be deplored. In this paper from 
Harlem Hospital, New York, he reports the results of a 
double-blind trial of anorectic drugs in 42 diabetic 
patients all of whom were grossly obese and had failed 
to lose weight when asked to restrict their dietary intake 
to between 1,000 and 1,500 Calories. Of these patients, 
whose average age was 55 years and the average duration 
of their diabetes 7-5 years, 16 had been taking insulin 
and 7 oral hypoglycaemic drugs. On attending the 
diabetic clinic the patients were allotted alternately to 
one of two groups, those in Group A being given first 
25 mg. of phenmetrazine hydrochloride 3 times daily 
one hour before meals for 6 weeks, followed by 25 mg. 
of diethylpropion taken similarly for a further 6 weeks; 
patients in Group B received the same two drugs, but in 
reversed order. All patients were seen at 2-weekly 
intervals; except for the addition of the drugs the ordin- 
ary routine of the out-patient clinic was not disturbed 
and no alteration was made to the patients’ dietary 
instructions. Of the patients in Group A, 3 had to stop 
taking phenmetrazine because of side-effects, and one 
in Group B stopped taking diethylpropion for the same 
reason. Some side-effects occurred in 3 of 33 patients 
taking phenmetrazine and in 3 out of 31 taking diethyl- 
propion. For various reasons only 14 patients in Group 
A and 16 in Group B completed the two courses. 

In Group A the mean weight loss in the first 6 weeks 
was 6-71 Ib. (3 kg.), one patient not losing any weight. 
In the second 6 weeks the average weight loss was only 
1-37 lb. (0-6 kg.) and 7 of the patients gained weight. 
In Group B the mean weight loss in the first 6 weeks was 
2-77 lb. (1-25 kg.), but only 6 patients showed a significant 
weight loss. However in the second 6 weeks the mean 
weight loss was 3-44 Ib. (1-5 kg.) and all patients lost 
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some weight. The author concludes that phenmetrazine 
is a more valuable anorectic drug than diethylpropion 
and that, despite the recognized incidence of side-effects, 
it has a part to play in the treatment of the obese diabetic. 
Charles Rolland 


142. Avitaminosis Bs in Diabetes Mellitus. Its Role 
in the Causation of Degenerative Complications. (L’avi- 
taminose Bs au cours du diabéte sucré. Son réle éven- 
tuel dans le déterminisme des complications dégénéra- 
tives) 

J. Lepon, R. CLaupe, M. LEUTENEGGER, F. Guntz, P. 
GALLEY, and J. Tricore. Presse médicale [Presse méd.| 
69, 230-232, Feb. 4, 1961. 2 figs. 


The known role of pyridoxine as a co-enzyme in the 
intermediate metabolism of proteins and lipids, particu- 
larly the fatty acids, suggests that deficiency of the vita- 
min might be an important factor in the pathogenesis 
of atherosclerosis. Evidence of such deficiency was 
therefore sought in 144 diabetic patients by means of 
two tests: (1) the urinary excretion of xanthurenic acid 
over a 12-hour period following the ingestion of 10 g. of 
tryptophan, an excretion of 20 mg. or more being taken 
to indicate a deficiency state; and (2) a saturation test, 
in which the excretion in the urine over 8 hours of less 
than 10°% of a dose of 1 g. of pyridoxine was taken as a 
sign of deficiency. The results of the two tests, which 
were in agreement in all but 8 cases, revealed that of the 
144 patients, 83 (56°%) showed a deficiency of vitamin Bg. 
There was no correlation between the race [the study is 
reported from Algiers], sex, or age of the patients and 
vitamin deficiency, but the latter was correlated with the 
severity of the diabetes. Thus deficiency of the vitamin 
was noted more frequently in young diabetics, and it 
was also observed that the greater the amount of insulin 
required to control the diabetes, the greater the incidence 
of deficiency. Long-standing diabetics with degenerative 
complications showed only a low incidence of deficiency. 
Administration of massive doses of vitamin Bs to 3 
patients resulted in some lowering of the urinary excretion 
of xanthurenic acid, but not to normal levels. It is 
suggested that the defect is probably in the utilization of 
pyridoxine as a result of the general metabolic disturbance 
in severe diabetes. F. W. Chattaway 


143. Rapidity of Action of Chlorpropamide in Diabetes: 
a Clinical Assessment 

A. P. GRANT and M. W. J. Boyp. Jrish Journal of Medi- 
cal Science [Irish J. med. Sci.] 6, 41-48, Feb., 1961. 17 
refs. 


The rapidity of control of blood sugar levels by means 
of chlorpropamide has been studied at the City Hospital, 
Belfast, in 23 diabetic patients (16 women and 7 men) 
aged 49 to 77 years, all but 4 of whom were of “ ideal 
weight”. Three patients had been treated previously 
with insulin without success and 4 others had failed to 
respond to dietary restriction alone; the remaining 16 
patients had had no previous treatment. A diabetic 
glucose tolerance curve was obtained in 20 of the patients, 
the remaining 3 being diagnosed on the finding of high 
fasting blood sugar levels only. During an initial 5-day 
E 
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value for routine use. 


49 


control period on a diet of 1,500 Cal. the mean daily 
blood sugar level was assessed on the results of three 
estimations made at 8-30 a.m. (fasting), 4-30 p.m., and 
8-30 p.m. Chlorpropamide was then given in a single 
dose of 500 mg. each morning for 8 days and the mean 
blood sugar levels determined daily. One patient had 
to be excluded from the study owing to her failure to 
follow the prescribed diet. 

Statistical analysis of the variations in blood sugar ~ 
levels during the control period showed no significant 
trend. A significant fall in the mean daily blood sugar 
level of the individual patients occurred during the first 
day of chlorpropamide therapy and after the second day 
17 of the 22 patients showed a fall, the blood sugar level 
being then within the normal range in 15. A progressive 
decrease in this level was noted between the 5th and 
8th days of treatment. The level of blood sugar in the 
control period was of no value in predicting the response 
to chlorpropamide. One patient failed completely to 
respond to the drug and became ketotic, while 3 others 
required an increased dosage of chlorpropamide. The | 
authors conclude that chlorpropamide is of value in 
patients with the milder, stable form of diabetes who are 
over 40 years of age and preferably of ideal weight and 
that a significant reduction in the blood sugar level after 
2 days of treatment is a reliable index of response to the 

. Gerald Sandler 


144. The Cortisone—Glucose Tolerance Test with Special 
Reference to the Prediction of Diabetes: Diagnosis of 
Prediabetes 

W. P. U. Jackson. Diabetes [Diabetes] 10, 33-40, 
Jan.—Feb., 1961. 11 figs., 12 refs. 


The results are reported of a study of the effect of 
cortisone on the glucose tolerance test in normal subjects 
under the age of 45, pregnant women, “ prediabetic ” 
women, and elderly normal subjects. Cortisone acetate 
was given orally in doses of 50 mg. at 84 hours and again 
2 hours before the tolerance test, in which 50 g. of glucose 
was taken orally and the blood sugar level determined 
half-hourly for 24 hours. In all cases a non-augmented 
glucose tolerance test had been performed a few days 
previously. 

In subjects who were almost certainly “‘ prediabetic ”’, 
as judged by a family history of diabetes and other 
criteria, the glucose tolerance test showed no change 
after the administration of cortisone. The author points 
out that a negative effect of cortisone does not rule out 
a “ prediabetic ” state, while on the other hand a positive 
result, that is, a gross raising of the glucose tolerance 
curve after cortisone, does not necessarily indicate that 
the patient will develop diabetes in the future. 

Normal pregnant women and normal subjects over the 
age of 45 years were more sensitive to the effects of 
cortisone. Thus in the normal subjects over 45 years of 
age the mean glucose tolerance curve was considerably 
higher than in the younger group and the rise produced 
by cortisone was greater. The author concludes that 
the glucose tolerance test augmented with cortisone is 
difficult to interpret and tends to the view that it is of no 
I. McLean Baird 
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145. Dexamethasone Esters in Intra-articular and Soft- 
tissue Injections 

M. THompson. Annals of Physical Medicine [Ann. phys. 
Med.) 6, 10-16, Feb., 1961. 2 refs. 


At the Royal Victoria Infirmary, Newcastle upon 
Tyne, dexamethasone tertiary-butyl-acetate, in the form 
of “decadron T.B.A.”, was injected into the knees, 
ankles, and wrists of 12 patients suffering from rheuma- 
toid arthritis. ‘The compound was also administered to 
2 patients with osteoarthritis of the knees, one patient 
with gout, and one with systemic lupus erythematosus. 
In all cases the compound was used in a concentration 
of 4 mg. per ml. The results were compared with those 
obtained from the intra-articular injection of hydrocorti- 
sone acetate, 25 mg. per ml. 
trolled by injecting decadron T.B.A. into one joint and 
hydrocortisone acetate into the contralateral joint. 
Assessments were made at weekly intervals until a relapse 
occurred. Criteria of assessment included assuagement 
of pain and tenderness, diminution of joint swelling, and 
increase in the range of movement. A similar study was 
also undertaken in a series of 15 patients—13 with 
rheumatoid arthritis and 2 with osteoarthrosis—predni- 
solone acetate, 25 mg. per ml., being administered in 
place of hydrocortisone. Analysis of the data revealed 
that in both investigations decadron T.B.A. gave better 
results. No side-effects were observed in either series. 

When the water-soluble phosphate ester of dexa- 
methasone, in a concentration of 4 mg. per ml., was 
injected into extra-articular lesions such as pericapsulitis 
of the shoulder, subdeltoid bursitis, and stenosing teno- 
vaginitis the outcome was again regarded as highly 
satisfactory, failure to obtain relief being recorded in 
only one of 30 cases. The dosage ranged from 1 mg. 
in a case of digital inflammation associated with Heber- 
den’s nodes to 12 mg. in cases of pericapsulitis of the 
shoulder. Local anaesthesia was not required. A satis- 
factory response was noted within 24 hours, and many 
patients experienced relief within 6 hours. As compared 


with hydrocortisone, dexamethasone phosphate produced — 


a more rapid response with a minimal degree of local 
irritation. In one case, however, there was an exacerba- 
tion of the symptoms of duodenal ulcer 3 days after a 
substantial dose of the latter compound had been injected 
into the shoulder capsule. A. Garland 


146. Gout and the Haemoglobin Level in Patients with 
Cardiac and Respiratory Disease 

J. G. Lewss. British Medical Journal [Brit. med. J.] 1, 
24-26, Jan. 7, 1961. 16 refs. 

The relatively high frequency of gout in primary poly- 
cythaemia contrasts with the apparently low incidence 
in secondary polycythaemia, which the author regards 
as surprising. He has consequently investigated the 
incidence of gout in patients with polycythaemia secon- 
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The investigation was con- . 


dary to congenital and acquired heart disease and to 
respiratory disease. During a survey at the Brompton 
Hospital for Diseases of the Chest, London, extending 
over 27 months there were 7,500 estimations of haemo- 
globin level, and only 90 patients were found to have a 
value of 120% or over (taking 100% as equal to 14-6 g. 
per 100 ml.). Gout was present in 4 of these patients, 
2 of whom had congenital heart disease, one acquired 
heart disease, and one cor pulmonale. The author con- 
siders it important to recognize the association of gout 
with cyanotic heart disease, as otherwise the arthritis 
might be attributed to rheumatic fever, vascular throm- 
bosis, or the embolic manifestations of bacterial endo- 
carditis. G. S. Crockett 


147. Vasculitis, Mast Cells and the Collagen Diseases 
C. J. SmytH and O. B. Gum. Arthritis and Rheumatism 
[Arthr. and Rheum.] 4, 1-17, Feb., 1961. 9 figs., biblio- 
graphy. 

Purpura is a frequent complication in patients suffer- 
ing from rheumatoid arthritis who have been treated 
with high doses of adrenocortical steroids. The authors 
of this paper from the University of Colorado School of 
Medicine, Denver, describe the clinical and pathological 
findings in 2 such cases and then speculate on the basis 
of the necrotizing angiitis, commenting on the fact that 
the lesion is perivascular as well as mural and intra- 
mural. Attention is drawn to the prevalence of mast cells 
in the neighbourhood of the blood vessels and in the 
loose connective tissues of certain structures and organs. 
There is evidence in the literature that the mast cell has 
been implicated in the production of heparin (Jorpes, 
1936), hyaluronic acid (Asboe-Hansen, 1950), histamine 
(Riley, 1953), and serotonin (Benditt, 1955), and it is 
suggested that cells which produce such potent biological 
substances must have some important part to play in 
the chain of events known as the inflammatory reaction. 

R. E. Tunbridge 


148. Collagen Disease and the Chronic Biological False 
Positive Phenomenon 

R. D. CatreraALt. Quarterly Journal of Medicine 
[Quart. J. Med.| 30, 41-55, Jan., 1961. 4 figs., 15 refs. 


A series of 54 patients (36 women and 18 men) attend- 
ing or referred to the Whitechapel Clinic of the London 
Hospital were found to have persistent non-syphilitic 
reactions to the classic serological tests for syphilis. 
They had no past history or clinical evidence of syphilis, 
and the treponemal immobilization test gave negative 
results in all cases. These patients were observed for 
one to 5 years and were subjected repeatedly to haemato- 
logical studies, estimation of the plasma total protein 
and albumin and globulin levels and of the serum choles- 
terol level, and investigation of their peripheral blood for 
the presence of L.E. cells. pede 
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During observation 6 of the women developed sys* 
temic lupus erythematosus with L.E. cells in the peri- 

pheral blood, one dying, while one of the men died 
of periarteritis nodosa. In addition 9 women and 5 
men developed discoid lupus erythematosus or other 
possible collagen diseases without L.E. cells and 12 
women and 4 men had various haematological abnor- 
malities such as anaemia or a persistently raised erythro- 
cyte sedimentation rate. The incidence of sensitivity to 
penicillin in the whole series was high (20%). As in 
other reported series, the chronic biological false positive 
reaction appeared to be of more serious prognostic 
importance in women than in men. The finding of such 
a reaction should lead to full clinical investigation and 
prolonged follow-up. G. W. Csonka 
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149. Joint Dislocation as a Sequel of Rheumatic Fever. 
(With Reference to Six Cases.) (Le rhumatisme dis- 
loquant, séquelle articulaire de la maladie de Bouillaud. 
(A propos de 9 observations)) 

P. P. RAVAULT, J. MAITREPIERRE, E. LEJEUNE, J. Nor- 
MAND, and R. CRETIN-MAITENAZ. Journal de médecine 
de Lyon [J. Méd. Lyon] 42, 101-124, Jan. 20, 1961. 
8 figs., 29 refs. 


Since the original description of dislocation of joints 
as a sequel of rheumatic fever by Lereboullet and Mouzon 
(Bull. Soc. méd. Hép. Paris, 1920, 44, 86) the number of 
published cases has reached 17, to which the present 
authors contributed 3 (Rev. lyon. Méd., 1956, 5, 18 and 
849). They now report 6 further cases occurring in 
patients aged between 14 and 39 (mean 25) years, in 
whom the dislocations appeared 4 to 25 years after the 
first attack of rheumatic fever, during which time the 
patients had suffered a number of relapses. In 20 of 
the 23 published cases cardiac lesions were also present. 
The authors state that the dislocations take up to 3 
months to develop, are easily reducible, show no tendency 
to progress, and cause little inconvenience; they appear 
to be due to excessive laxity of the joint capsules and 
ligaments. The joints most commonly affected are the 


| Metacarpo- and metatarso-phalangeal; ulnar deviation 


of the hands and hallux valgus with hammer-toe of the 

adjoining toe are also often seen. Prophylactic treat- 

ment at an early stage by suitable splinting is advocated. 
D. Preiskel 


150. Group A Beta Hemolytic Streptococci and Rheu- 
matic Fever in Miami, Florida. IV. Correlation between 
School Absenteeism, the Isolation of Beta Hemolytic 
Streptococci, and Antistreptolysin O Serum Responses 

M. S. SAsLaw and M. M. StreITFELD. Diseases of the 
Chest [Dis. Chest] 39, 92-99, Jan., 1961. 11 refs. 


The authors of this paper from the National Chil- 
dren’s Cardiac Hospital, Miami, and the University of 
Miami report the results obtained by swabbing the throats 
of 333 school children at monthly intervals during the 
8-month period October, 1954, to May, 1955. A total 
of 533 isolations of Group-A f-haemolytic streptococci 


(Gp-A H.S.) were made. The isolations were grouped 
according to the number of colonies on the plate and 
analysed according to whether the child was at school at 
the time or absent from school for medical reasons. 
Similar analyses were made for the isolations of strepto- 
cocci of various other groups. Gp-A H.S. were found 
in 38 (58-5) of 65 children absent with upper respira- 
tory infections as against 72 (37:1%) of 194 children 
not absent at the time of swabbing. When an “ epi- 
demic” of Gp-A H.S. (Type 6) occurred there was no 
increase in the number of absences due to upper respira- 
tory illness. No marked correlation could be estab- 
lished between absenteeism and isolation of Gp-A H.S., 
the occurrence of a two-tube rise in serum antistrepto- 

lysin-O level, the number of colonies of Gp-A H.S. © 
grown from the throat swabs, or the isolation of strepto- 
cocci of other groups. The low rate of absence due to 
respiratory infection, combined with the fact that Gp-A 
HLS. isolations could be associated with an immuno- 
logical reaction yet not cause absence from school for 
medical reasons, suggested that the authors were dealing 
with relatively resistant hosts or relatively avirulent 
organisms. No cases of acute nephritis or rheumatic 
fever occurred among the children during the period 
of study. Allan St. J. Dixon 
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151. Neurotropic Rheumatism of the Upper Limb 
(Shoulder-Hand Syndrome). (Le rhumatisme neuro- 
trophique du membre supérieur (épaule-main)) 

P. P. RAvAULT and J. Durant. Revue lyonnaise de 
médecine |Rev. lyon. Méd.] 10, 1-32, Jan. 15, 1961. 
7 figs., bibliography. 

The first-named author with others described in 1946 
(Arch. Rhum., 6, 129) a painful disorder of the upper 
limb which has since become known as the “‘ shoulder— 
hand syndrome”. The present report is based on a 
study of 52 cases of this disorder seen since 1952, of 
which 36 have been followed up for several years. The 
onset is usually marked by diffuse pain in one upper limb, 
the distribution of which does not suggest root pain. 
Several days later the hand of the painful limb becomes 
swollen and the shoulder stiff. Less usually the first 
sign may be a stiff painful shoulder suggesting scapulo- 
humeral peri-arthritis or a painful swollen hand, this 
condition occasionally being so severe as to suggest a 
cellulitis or an attack of acute gout. At first the whole 
hand is moderately oedematous, the skin red, and the 
palm sweating. Attempted movement of the fingers 
is extremely painful and the fingers cannot be fully flexed. 
At a later stage trophic changes in the hand are promin- 
ent, the skin is cold, often cyanotic, thin, and smooth, 
and the nails striated and brittle, while the intrinsic 
muscles are atrophied. Small indurations in the palmar 
aponeurosis suggestive of early Dupuytren’s contracture 
arecommon. A flexion deformity of the fingers follows, 
with greatly restricted interphalangeal and metacarpo- 
phalangeal movements. The shoulder also shows severe 
restriction of all movements, resembling at times the 
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almost complete immobility of “ frozen shoulder”. The 
most common x-ray finding is osteoporosis, in some cases 
severe, affecting mainly the epiphyses of the fingers, the 
carpal bones, and the humeral head. This may be 
absent in the early stages, but is very marked in the stage 
of trophic changes. The joint spaces remain intact, and 
erosions never develop. As a rule the outcome is favour- 
able, but recovery may be delayed for 6 months to one 
year, or even longer. Recovery may be complete, but 
quite often there are minor sequelae such as an inability 
to extend the fingers. Uncommonly, severe disability 
from a stiff shoulder and loss of grip persists. 

The aetiology of the syndrome is unknown, but among 
the suspected factors are trauma, either of the shoulder 
or hand, coronary thrombosis, certain affections of the 
pleura and lungs, lesions of the central nervous system, 
such as hemiplegia or cerebral tumour, and cervical 
spondylosis. The pathogenesis is uncertain. The au- 
thors favour the theory of a reflex sympathetic dystrophy, 
as suggested by Leriche. 

Of many suggested methods of treatment, three are 
especially important. (1) Mobilization, except when 
initial pain is very severe, when it may be omitted for 
a few days, but as soon as adequate relief is obtained 
active and passive movements must be begun. (2) Stell- 
ate ganglion block, in experienced hands, may give a 
brilliantly successful result. (3) Systemic corticosteroid 
therapy often brings rapid relief, a short course of a few 
weeks being usually sufficient. Some authorities hold 
that steroid therapy is not contraindicated in cases follow- 
ing myocardial infarction, but the authors’ cardiological 
colleagues at Lyons do not consider that the risk, how- 
ever slight, is justifiable. 

[The paper contains a very full and useful biblio- 
graphy.] Kenneth Stone 


152. Comparative Studies of the Rheumatoid Factor 
and Tissue Auto-antibodies in Rheumatoid Arthritis. 
(Vergleichende Untersuchung von Rheumafaktor und 
Gewebsautoantikérper bei primar-chronischer Poly- 
arthritis) 

C. STerFeN, M. Rosak, and H. TATZREITHER. Schwei- 
zerische medizinische Wochenschrift (Schweiz. med. 
Wschr.] 21, 178-183, Feb. 11, 1961. 1 fig., 22 refs. 


The authors, working at the Hanusch Hospital, Vienna, 
have performed the latex-fixation test, the latex-drop 
test, and the antiglobulin-consumption test on the sera 
of patients with rheumatoid arthritis. The latex-fixation 
and the latex-drop tests showed good agreement; thus 
the sera of 35 of 49 patients with rheumatoid arthritis 
gave a positive result by both tests and those of 7 a 
negative result by both, a concordance rate of 86%. In 
the sera of 42 patients with miscellaneous conditions, in- 
cluding 3 with hepatic cirrhosis, 4 with Waldenstrém’s 
macroglobulinaemia, and 9 with osteoarthritis, 7 gave a 
positive result by the drop test. These 7 patients were 
suffering variously from rheumatic fever, cirrhosis, 
uraemia, osteoarthritis, or Henoch-Schénlein purpura. 
It is noted that none of the titres in these 7 cases were 
above 1:40, whereas in the patients with rheumatoid 
arthritis the titres ranged from 1:80 to 1:1,280. 


The antiglobulin-consumption test was performed by 
mixing the serum with lyophilized homogenate of human 
periarticular and joint capsule tissue. After washing, 
the ability of the tissue to reduce the titre of an anti- 
human globulin serum was measured. Of 62 patients 
with rheumatoid arthritis, the serum of 41 gave a positive 
result, only 27 being positive in both the antiglobulin- 
consumption and the latex-fixation tests. It is pointed 
out that the factor responsible for the antiglobulin- 
consumption test could be absorbed by lyophilized joint 
tissue without altering the titre in the latex-fixation test. 
The authors had earlier shown that lyophilized brain 
tissue was inactive. In conclusion they stress the rapidity 


‘of the latex-drop test and its good correlation with the 


latex-fixation test. They conclude that two different 


serum factors occur in rheumatoid arthritis and raise the 
question whether the rheumatoid factor combines in vivo 
with the factor responsible for the antiglobulin-con- 
G. L. Asherson 


sumption test. 


153. Fluctuations of Free Amino-Acids in the Serum 
and Urine of Patients with Progressive Rheumatoid Arth- 
ritis. (Zmény volnych aminokyselin v séru a v moci 
nemocnych s progresivni polyartritidou) 

Z. TrnavskA and §. Sr’as. Vanitini lékarstvi [Vnitini 
Lék.) 7, 36-42, Jan., 1961. refs. 


The authors state that there is definite interference in 
the metabolism of free amino-acids in progressive rheu- 
matoid arthritis and report the results of an analysis by 
means of one-dimensional paper-chromatography of the 
amino-acid levels, after a known diet, in the serum and 
urine of 62 patients, 50 women and 12 men, with proved 
progressive rheumatoid arthritis and of 25 healthy 
individuals, 15 women and 10 men, who served as a 
control group. The methods are fully described. It 
was found that the serum levels of proline and histidine 
in the controls were within normal limits and did not 
vary. In the patients, however, there was a marked 
decrease in the serum levels of both proline and histidine, 
although the free amino-acid levels in the urine showed 
no marked changes. It was also noted that the average 


‘serum histidine level was lower in patients suffering from 


anaemia and the authors point out that histidine is an 
amino-acid which takes an active part in the formation 
of normoblasts. Finally it was established that the 
decrease in serum levels of free proline and histidine 
correlated with the stage of the disease and also the 
degree of anaemia. Paul Frankl 


154. The Erythrocyte in Rheumatoid Arthritis. I. A 
Method for the Detection of an Abnormal Globulin Coating 
A. E. FINKELsTern, G. Kwox, A. P. HALL, and T. B. 
Bayes. New England Journal of Medicine [New Engl. 
J. Med.) 264, 270-273, Feb. 9, 1961. 1 fig., 17 refs. 


‘The rheumatoid factor in serum has been shown to 
react with and agglutinate latex particles coated with 
polysaccharides such as heparin, chondroitin sulphate, 
and hyaluronic acid. The authors havé also shown 
binding of the rheumatoid factor with the polysaccharide 
dextran. This paper describes a study of the protein 
substance coating the erythrocytes of patients with 
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rheumatoid arthritis and the removal of this substance 
by admixture with 3-6% dextran in physiological saline 
solution. After separation by centrifugation the super- 
natant was tested for agglutinating capacity by the stan- 
dard latex-fixation test of Singer and Plotz. Initial 
saline washings of the erythrocytes never produced 
agglutinating capacity; the dextran washings, however, 
produced agglutination up to 1:64, with the majority 
at 1:4. 

The erythrocytes of 196 patients out of 197 with 
classic rheumatoid arthritis produced positive agglutina- 
tion. In further tests the number of positive results 
decreased with the grade of the disease, down to 65-2% 
in cases of “ possible” rheumatoid arthritis. In 38 
cases of definite rheumatoid arthritis in which the 
serum was negative with the latex and euglobulin latex- 
fixation tests positive results were obtained by this 
method. Some positive results (35) were also obtained 
in a series of 92 cases of other “* rheumatic disease syn- 
dromes ”’, and 9 positive results in a series of 141 non- 
rheumatic conditions. These results showed that the 
erythrocytes of patients with rheumatoid arthritis are 
coated with a protein substance which is similar to, if 
not identical with, the rheumatoid factor and that this 
substance cannot be removed by saline, but is eluted 
by dextran, solutions of Fraction II, sialic acid, or 
dextrose. Harry Coke 


155. Observations on the Clinical Course and Treat- 
ment of One Hundred Cases of Still’s Disease 

B. E. ScHLEsINGER, C. C. Forsytu, R. H. R. Wuite, 
J. M. Smecure, and C. E. Stroup. Archives of Disease 
in Childhood {Arch. Dis. Child.) 36, 65-76, Feb., 1961. 
9 figs., 32 refs. 


The first part of this paper deals with the manifestations 
and complications of Still’s disease in 100 patients (40 
boys and 60 girls) followed up for 15 years at the Hospital 
for Sick Children, Great Ormond Street, and University 
College Hospital, London. The age at onset was most 
frequently “* well below 5 years”. In 18 of the children 
systemic manifestations preceded joint involvement for 
varying periods of time, the average being 4 months. 
Fever tended to persist for a long time, even for years, 
and might have a peculiar periodicity. A rash, which 
was observed in 40 patients, was usually associated with 
leucocytosis and lymphadenopathy; a leucocytosis of 
30,000 cells per c.mm. with 80 to 90° neutrophil poly- 
morphonuclear leucocytes occurred in 44 of the patients. 
In 14 minor injury had preceded the onset of the disease. 
Of particular interest was the occurrence of laryngeal 
stridor in 3 patients, one of whom required tracheotomy, 
and of a sterile necrotic area in a biceps muscle—a 
previously unreported complication. Another unusual 
finding was that of osteolytic lesions of the skull in 
association with nodule formation; biopsy examination 
of subcutaneous tissue in the vicinity showed degen- 
eration of collagen with fibrinoid changes. There was 
regression with steroid therapy. Dermatomyositis was 
present in 3 children, 2 of whom had subcutaneous 
nodules. In a further patient chorea with carditis de- 
veloped 5 months after the onset of rheumatoid arthritis. 
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In the second part of the paper the management of 
patients with Still’s disease and the long-term effect of 
steroid therapy are discussed. The basic regimen was 
rest followed by physiotherapy and graded activity. 
The authors state that with this regimen spontaneous re- 
mission may occur quite early, although it may not 
be maintained; there was a relapse in 11 such patients 
in the present series. Steroid therapy was instituted 
when simple measures failed; of 63 patients treated, 60 
received steroids systemically and 3 by intra-articular 
injection. The initial dosage, which was high, was 
gradually reduced to a maintenance dose of 50 to 75 
mg. daily, which was continued until it could be tapered 
off. The duration of treatment varied, but in the 
majority of patients 18 months was adequate, a finding 
which contrasts markedly with the duration of treatment 
of adults. More than one course of steroid therapy was ~ 
necessary in some patients because of relapse. There 
were 5 deaths, 2 from the disease and 3 from intercurrent 
infections. Rapid improvement was observed with 
steroid therapy both in the acute phase of the disease 
and in the effect on the joints. Osteoporosis, particu- 
larly of the vertebral column, was seen in 8 patients. 
This complication was likely to develop if the child was 
already osteoporotic at the start of therapy; however, 
no neurological complications were noted and recalcifi- 
cation was observed when administration of steroids was 
discontinued. 

The authors consider that steroid therapy should be 
instituted when systemic disease or severe joint distur- 
bance persists after several weeks, since the best results 
and often complete recovery are most likely with early 
treatment. B. M. Ansell 


156. Juvenile Ankylosing Spondylitis. [In English] 
G. Epstrém, S. THUNE, and G. WitTBoM-CIGEN. Acta 
rheumatologica Scandinavica [Acta rheum. scand.] 6, 
161-173, 1960. 8 figs., 21 refs. 


Over a recent 3-year period 3 cases of jeneaite anky- 
losing spondylitis were seen at the University Hospital, 
Lund, Sweden. The patients, boys aged 5, 8, and 12 
years respectively ‘at the time the condition was diag- 
nosed, had pain in the back associated with pains in the 
hips, shoulders, or knees. X-ray examination revealed 
changes in the sacro-iliac joints typical of ankylosing 
spondylitis. The erythrocyte sedimentation rate was 
raised and the response to the sensitized sheep-cell test 
was negative in all 3 patients. The authors also describe 
9 cases of juvenile rheumatoid arthritis in which the 
cervical spine was involved. Of the 9 patients, 6 had 
dislocation or subluxation between the atlas and the 
axis with erosions of the odontoid process; the remain- 
ing 3 had osseous fusion of the posterior vertebral seg- 
ments of a varying number of cervical vertebrae which 
was associated in all 3 cases with narrowing of the 
intervertebral disks and in one with changes in the 
sacro-iliac joints. 

The cases described are considered to show that mor- 
phologically and clinically there is no sharp dividing 
line between ankylosing spondylitis and rheumatoid 
arthritis. C. E. Quin © 
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157. Electromyographic Evaluation of the ‘* Cross 
Exercise ’’ Effect 

N. Pann, H. J. LinpeNAusr, A. A. Weiss, and A. EBEL. 
Archives of Physical Medicine and Rehabilitation (Arch. 
phys. Med.) 42, 47-52, Jan., 1961. 7 figs., 16 refs. 


The investigation here reported from the Albert Ein- 
stein College of Medicine, New York, was devised by the 
authors to ascertain the extent and distribution of the 
** cross-exercise ” effect first described by Scripture in 
1894 and to assess its value as a method of maintaining 
muscle strength in the unexercised muscle. Surface elec- 
trodes (silver disks 8 mm. in diameter) were mounted in 
pairs one inch (2-5 cm.) apart on plastic plates attached 
to an adjustable rubber strap in such a way that one pair 
of electrodes was placed over the motor point of the 
agonist muscle and one pair on the antagonist. The 
electrodes were applied to the biceps brachii, triceps, 
quadriceps, and hamstrings bilaterally and the results 
recorded by means of an 8-channel Grass ink-writing 
encephalograph. The subjects, normal healthy young 
adult men, were examined relaxed in the supine position 
and without fixation to stabilize the body. The quadri- 
ceps exercise consisted in extending the knee from 90- 
degrees flexion unloaded and against loads of 10, 20, and 
30 Ib. (4-5, 9, and 13-5 kg.), followed by an isometric 
contraction with the knee flexed at 90 degrees. The 
biceps exercise was conducted similarly from full exten- 
sion to full flexion of the elbow. 

The results obtained showed that (1) electromyographic 
activity was widespread throughout the body when one 
of the given muscle groups was exercised; (2) the contra- 
lateral muscle did not show the greatest electromyo- 
graphic activity; and (3) electrical activity was greatest 
in the muscles used to stabilize the body while the exercise 
was being carried out. The electromyographic activity 
in the non-exercised muscles was never greater than 20°% 
of the amplitude of the potentials in the exercised muscle; 
the activity in the unexercised muscles was therefore con- 
sidered insufficient to constitute a “* cross-exercise ” 
effect. Further studies to confirm their findings using 
tensiometer or strain gauge recordings are planned. 

Kenneth Tyler 


158. The Relief of Pain by Cooling of the Skin 
M. Exuts. British Medical Journal [Brit. med. J.] 1, 
250-252, Jan. 28, 1961. 5 refs. 


The author describes his experience extending over a 
period of 9 years at the-General Infirmary at Leeds of 
skin cooling by ethyl chloride spray in the treatment of 
various painful conditions. In acute lumbago 20 to 30 
seconds’ spraying of the lumbar region causes the scoliosis 
and pain to disappear. Rest in bed for a number of 
days is advised before return to work, although some 
patients are able to return the same or the following 


” 
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day. Chronic low backache does not respond quite so 
dramatically. Acute torticollis is relieved by this treat- 
ment, and it is claimed that a single application may 
relieve pain in patients with fibrosis, painful scars, and 
causalgia. In renal colic application of the spray from 
the renal angle to the pubes gives immediate relief, but 
the treatment may have to be repeated as the stone passes 
down the ureter. Similarly, dysmenorrhoea can be 
relieved by spraying the hypogastrium for 15 to 20 
seconds. .In cases of fractured rib treated by local 
infiltration of procaine prolonged relief of residual pain 
is obtained by this method of skin cooling. 

The author discusses the rationale of the treatment and 
suggests that there is a competitive inhibition between 
cold and pain impulses in the central pain receptor areas. 
It is emphasized that the skin should be cooled and not 
frozen (the usual type of spray is not ideal for this) and 
that all the skin of the appropriate dermatome should be 
cooled for 15 to 30 seconds. Since ethyl chloride is 
inflammable, toxic, and anaesthetic, a new inert liquid 
in a spray pack, “ skefron’’, has been tried, with com- 
parable results. J. B. Millard 


159. Effect on Coronary Circulation of Cold Packs to 
Hemiplegic Shoulders 

E. J. Lorenze, G. CARANTONIS, and A. J. DeRosa. 
Archives of Physical Medicine and Rehabilitation [Arch. 
phys. Med.) 41, 394-399, Sept., 1960. 20 refs. 


A study is reported of the effect on coronary blood flow 
of the application of cold packs from the neck to the 
elbow in 45 patients suffering from painful, stiff shoulders. 
Of the 45 patients, 10 were “‘ normal”, 10 had had 
myocardial infarction but not hemiplegia, 10 had left 
hemiplegia but no history of myocardial disease, and 15 
weresufferingfrom left hemiplegia and myocardial disease. 
In all the patients the skin temperature was reduced by 
treatment while the oral temperature remained normal. 
The electrocardiogram (ECG) showed no change in the 
coronary circulation in those patients without coronary 
disease, but one of the 25 patients who were known 
to have coronary disease showed inversion of the T wave 
in Lead 4 of the ECG taken immediately after treatment. 
There was no instance of clinical angina. In most 
patients the application of cold packs relieved shoulder 
pain and increased mobility. 

The authors consider that the possibility of coronary 
vasoconstriction following treatment with cold packs 
must be borne in mind. W. Tegner 


160. The Clinical Differentiation and Physiological 
Nature of Increased Resistance to Passive Movement 

T. E. Twrrcnert. Cerebral Palsy Bulletin (Cerebral 
Palsy Bull.) 3, 110-116, 1961. 13 refs. 
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161. 
Nervous Origin with a Benzodioxan Derivative (“‘ Quilo- 
flex ’’). (Die Behandlung der zentralnervosen Muskel- 
spastik mit einem Benzodioxan-Derivat (Quiloflex)) 

J. KRISCHEK and K. SUWELACK. Méiinchener medizinische 
Wochenschrift [Miinch. med. Wschr.] 102, 2597-2598, 


The Treatment of Muscular Spasticity of Central 


Dec. 23, 1960. 10 refs. 


This assessment of “ quiloflex”’, a new relaxant for 
striated muscle, is reported from the University Neuro- 
logical Clinic, Miinster, where the authors have used the 
drug in the treatment of 51 patients suffering from a wide 
variety of central nervous disorders in which increased 
muscle tone was the main symptom. Most of the 
patients had been ill for over a year, though the duration 
of the illness ranged from 2 weeks to 26 years. The drug 
was assessed over a period of 14 years. The diagnosis 
and number of cases in each category with the results 
graded as good, fair, and negative are tabulated. Medi- 
cation was started with small doses and gradually in- 
creased until the optimum effect was achieved. Length 
of treatment and rapidity of response varied greatly; in 
most cases the therapeutic effect—diminution of muscular 
spasm—was noticeable within 5 to 7 days, but in some 
not until after 4 weeks. Side-effects, which occurred in 
22 patients, consisted in faintness, giddiness, perspira- 
tion, nausea, vomiting, and headache, but the most 
troublesome was weakness of the legs. In most cases 
these symptoms subsided when the dosage was tem- 
porarily lowered. It is stated that suppositories of the 
drug are now available which should help to abolish the 
gastric side-effects. 

Quiloflex was found to produce symptomatic relief 
only, symptoms recurring when it was discontinued. 
During the trial it was found that the drug enhanced 
normal remissions and that it facilitated physiotherapy. 
On the basis of satisfactory results in 38 of their 51 
patients the authors suggest that this drug is a useful 
addition to the treatment available for muscular spas- 
ticity. M. R. Medhurst 


162. Brain Metastases: Pathological—Electroencephalo- 
graphic Study 

R. StRANG and C. A. MARSAN. Archives of Neurology 
[Arch. Neurol.] 4, 8-20, Jan., 1961. 25 refs. 


This report [from the National Institutes of Health, 
Bethesda, Maryland] deals with a correlative analysis of 
pathological-topographical and electroencephalographic 
findings in 93 patients with intracranial metastases, all 
verified at autopsy. Difficulties associated with clinical 
and EEG diagnosis of metastatic lesions as opposed to 
primary brain tumors as well as the relative usefulness 
of several routine EEG procedures in this diagnostic 
field are briefly discussed. In the case of intracerebral 
lesions a high degree of correlation was found between 
EEG and neurological findings: few (3) neurologically 
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silent metastases were detected by EEG and, conversely, 
very few of those with positive neurological signs were 
missed by EEG examination. By using rather strict and 
uniformelectrographic criteria, the most significant factor 
for correct EEG (as well as clinical) localization and iden- 
tification appears to be the absolute size of the metastatic 
lesion. A diameter of 2 cm. represents the borderline 
size for a lesion to be detected both by neurologic and 
by EEG examination. In 44-5% of 52 cases with single 
or multiple intracerebral metastases a correct EEG 
localization was obtained. Of all lesions measuring 
more than 2 cm. 81°% were correctly detected by EEG, 
and out of the numerous lesions smaller than 2 cm. only 
one was so detected. In analogy, it was exceptional for 
metastases less than 2 cm. in diameter to manifest them- 
selves by neurologic symptoms or signs. Problems 
related to, and results of, EEG identification of brain 
stem lesions (13 cases) and/or cerebellar lesions (29 cases) 
have been briefly mentioned. Among other known fac- 
tors, the frequent association of multiple supratentorial 
metastases would appear to be the main complicating 
one.—[Authors’ summary.] 


163. Multiple Sclerosis. Trials of Maintenance Treat- 
ment with Prednisolone and Soluble Aspirin 
H. D. J. Newer, and A. Ripiey. Lancet 
[Lancet] 1, 127-129, Jan. 21, 1961. 9 refs. 


As it is known that both cortisone and salicylates 
afford some protection against experimental “ allergic ” 
encephalitis, a clinical trial was devised to test the hypo- 
thesis that disseminated sclerosis has an allergic basis by 
observing the effect of these drugs in this disease. Over 
an 18-month period 26 patients moderately disabled by 
disseminated sclerosis were given prednisolone, 15 mg. 
daily for 8 months followed by 10 mg. daily for a further 
10 months, while 24 patients were given soluble aspirin 
(“ solprin ”’), gr. 54 (3-5 g.) daily, and 29 received dummy 
tablets. 

It is evident that the results of this therapeutic trial, 
which was undertaken at the Royal Victoria Hospital, 
Newcastle upon Tyne, afford little encouragement. As 
stated by the authors, “‘ the appearance of acute exacer- 
bations, new symptoms, and new signs with almost equal 
frequency in all three treatment groups suggests that the 
activity of the disease continued uninfluenced by either 
prednisolone or solprin in the dosage employed”. How- 
ever, it was noted that the condition of patients treated 
with soluble aspirin did not deteriorate significantly 
during this 18-month period as compared with the pro- 
gression of chronic disablement which occurred in 
patients who had been given prednisolone or dummy 
tablets. The authors therefore consider that the efficacy 
of soluble aspirin in the treatment of disseminated 
sclerosis merits further study in a long-term clinical trial. 

A. G. Freeman — 
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164. Muscular Dystrophy Treated with Norethandrolone 
R. M. Dowsen, and M. A. PERLSTEIN. Archives of 
Internal Medicine [Arch. intern. med.] 107, 245-251, Feb., 
1961. 19 refs. 


Norethandrolone (“* nilevar ”’”), an anabolic and myo- 
trophic steroid, has been found to increase the expectation 
of life in mice suffering from a hereditary disease resem- 
bling human muscular dystrophy. A clinical trial of 
the drug was therefore carried out on 30 patients with 
muscle disease, who received 0-5 mg. per kg. body 
weight. The drug produced an increase in appetite and 
a feeling of well-being, but there was no striking improve- 
ment in muscle strength. Severe side-effects occurred 
in 7 patients and after withdrawal of the drug muscle 
weakness increased rapidly. It is concluded that the 
incidence of side-effects “* discourages the use of nor- 
ethandrolone in the routine treatment of dystrophic 
patients ”’. Hugh Garland 


165. Motor Nerve Conduction in the Carpal Tunnel 
Syndrome 

P. K. Tuomas. Neurology [Neurology (Minneap.)| 10, 
1045-1050, Dec., 1960. 4 figs., 16 refs. 


Measurements of the latency of the initial deflection 
of the muscle action potential in the abductor pollicis 
brevis on stimulation of the median nerve at the wrist 
were made on 95 patients with suspected compression of 
the median nerve in the carpal tunnel seen at the National 
Hospital, Queen Square, and the Middlesex Hospital, 
London. To establish the normal range of variation 
similar measurements were also made in 50 control sub- 
jects without this lesion. Of the 95 patients, the latency 
of the muscle action potential was abnormally pro- 
longed in nearly two-thirds (60). Conduction velocity 
was also reduced over the forearm and upper arm in 
patients with a conduction delay distal to the wrist. 

Hugh Garland 


HEREDITARY AND CONGENITAL 
DISEASES 


166. The Rigid Form of Huntington’s Disease 

A. M. G. CAMPBELL, B. Corner, R. M. NorMaAn, and 
H. Uricn. Journal of Neurology, Neurosurgery and 
Psychiatry [J. Neurol. Neurosurg. Psychiat.| 24, 71-77, 
Feb., 1961. 7 figs., 23 refs. 


The majority of cases of Huntington’s chorea conform 
to the classic pattern, but some exceptional cases are 
characterized by rigidity rather than hyperkinesis, and in 
this paper from the Royal and Frenchay Hospitals, 
Bristol, the authors describe such an aberrant form 
appearing in the 4th traceable generation of one family. 
It affected 2 brothers, in the elder of whom an akinetic 
and rigid state first appeared at the age of 10 years, to be 
followed at the age of 13 by major convulsive seizures 
and choreiform movements. This patient died aged 17 
from the effects of a “ pseudo-bulbar palsy”. The 
necropsy findings, which are fully described, showed 
diffuse cerebral cortical atrophy, maximum in the post- 
central gyri and occipital lobes (this had been detected 
before death by means of air encephalography), with 


symmetrical atrophy of the putamen and caudate nuclei 
of each hemisphere, in which there was widespread loss 
of smali nerve cells. There was little corresponding loss 
in the shrunken globus pallidus. The authors suggest 
that in this aberrant form of the disease the pathological 
substrate is the putamen and that involvement of the 
caudate nuclei and their cortical projection fibres account 
for the involuntary movements. 

The younger brother is now showing the Parkinsonian- 
like rigidity of his elder brother, with more recently super- 
added involuntary movements. (The paper is illustrated 
with photomicrographs of Heidenhain (iron-haema- 
toxylin) and carbol-azure stained sections of the cortex, 
putamen, and globus pallidus.) J. B. Foster 


167. Duration of Illness and Expectation of Life in 
Huntington’s Chorea. (Krankheitsdauer und Lebenser- 
wartung bei der Huntingtonschen Chorea) 

G. G. Wenpt, I. LANDZETTEL, and K. SOLTH. Archiv 
fiir Psychiatrie und Nervenkrankheiten (Arch. Psychiat. 
Nervenkr.} 201, 298-312, 1960. 1 fig., 11 refs. 


Out of a total of more than 5,000 cases of Hunting- 
ton’s chorea collected from the area of West Germany 
the authors have selected only those in which the diag- 
nosis was considered to be proved. They have further 
restricted their study to those patients who were born 
during the period 1871-90. They conclude that 40°, 
of all patients with Huntington’s chorea die within 10 
years of the onset of the disease. After 15 years 70°, 
are dead, while only about 10°% live more than 20 years. 
The average duration of the disease in women is 13-5 
years and in men 12-2 years. The patients’ expectation 
of life at the onset of the illness is about half of that of 
the general population born in the same year. This 
applies te all ages of onset. J. Hoenig 


168. Familial Hyperkalemic Paralysis with Myotonia 

J. P. VAN Der MEULEN, G. J. Gr-Bert, and C. A. KANE. 
New England Journal of Medicine [New Engl. J. Med.| 
264, 1-6, Jan. 5, 1961. 3 figs., 15 refs. 


This paper describes a family in a number of whose 
members attacks of flaccid muscular paralysis can be pre- 
cipitated by oral administration of potassium. This 
tendency is superimposed upon a constant background 
of contraction and percussion myotonia, with appropri- 
ate electromyographic findings. Intravenous adminis- 
tration of hydrochlorothiazide was found to be effective 
in reversing an attack. Forty-three members of the 
family were traced through 4 generations, and the trait 
was found to behave as a single autosomal Mendelian 
dominant with complete penetrance. Either by direct 
questioning and examination or by corroborative evidence 
from several other members it was elicited that 11 mem- 
bers of the family had had the attacks. No attack 
appeared unless one of the victim’s parents had been 
similarly affected. 

The authors, who write from the Boston (Massachu- 
setts) City Hospital, consider that this entity of familial 
hyperkalaemic paralysis and myotonia links paramyo- 
tonia congenita with “‘ adynamia episodica hereditaria © 
or . “ periodic paralysis without hypopotassaemia ”’. 
They postulate that a defect in the transfer of potassium 
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into muscle cells results in constant hypopolarization, 
with sensitivity to fluctuations in the serum potassium 
level. Because their patients show the inheritance of 


myotonia in the same pattern as their liability to para- 


lytic attacks the authors suggest that the same aberrant 
enzyme responsible for “‘ potassium pump ”’ dysfunction 
is also involved in the production of a chemical mediator 
causing myotonia, but in their cases potassium fluctua- 
tions of sufficient degree to cause weakness have not 
altered the degree of myotonia. J. MacD. Holmes 


BRAIN AND MENINGES 


169. Urea in Intracranial Surgery: a New Method 
M. Javip. Journal of Neurosurgery [J. Neurosurg.] 18, 
51-57, Jan., 1961. 5 figs., 5 refs. 


From the University of Wisconsin Hospitals, Madison, 
the author describes his experience with the use of intra- 
venous urea in intracranial surgery. He summarizes the 
difficulties of intracranial operation in patients with 
raised intracranial pressure and describes the great reduc- 
tion in brain volume which can be obtained by the 
administration of urea. His method is as follows. 
Sterile lyophilized urea is dissolved in 10°% invert sugar 
in water to make a 30% weight: volume solution (90 g. 
of urea in 210 ml. of a 10° solution of invert sugar yields 
270 ml. of 30°% urea solution). The usual dose employed 
was | g. of urea per kg. body weight, increased to 1-5 g. 
per kg. if there was marked swelling of the brain. The 
urea is preferably administered at the start of the crani- 
otomy incision or after the first burr hole is made, and 
it is preferable for half the dose to be administered at a 
rate of 20 to 60 drops per minute before the dura is 
opened, this rate being increased up to 150 drops per 
minute as required by the surgeon. 

The cerebral conditions in which administration of 
urea has proved beneficial have included the cerebral 
oedema of head injury, acute subdural haematoma, 
space-occupying lesions both supratentorial and in the 
posterior fossa, and brain abscess. In most cases a 
slight elevation of the blood pressure is observed during 
the infusion of the urea and this seems to be directly 
proportional to the rate of administration. It is impor- 
tant in all such patients to insert an indwelling catheter 
in the bladder and measure the urinary output during 
the operative and postoperative period. In the event of 
cerebral oedema recurring postoperatively the infusion 
can be repeated in similar dosage. A definite contra- 
indication to the use of urea is severe renal damage. 
Generally, side-effects are few; there is usually local pain 
at the site of the injection, infrequently periphlebitis, and 
in patients in whom the intracranial pressure was not 
substantially raised before the administration there may 
be severe headache, which usually responds to the mea- 
sures adopted for headache following lumbar puncture. 
In the author’s experience the degree of brain shrinkage 
achieved by administration of urea is sufficient in the 
majority of cases to obviate the need for ventricular 
puncture or drainage of spinal fluid by the lumbar route 
during or following operation. 
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[No description is given of the anaesthetic techniques 
employed in these cases, apart from the general state- 
ment “* under general anaesthesia ”’.] J. B. Foster 


170. Prognosis and Survival in the Aftermath of Hemi- 


plegia 

G. F. Apams and J. D. Merrett. British Medical 
Journal (Brit. med. J.] 1, 309-314, Feb. 4, 1961. 3 figs., 
35 refs. 

The factors influencing the prognosis in hemiplegic 
patients who survive the immediate effects of the stroke 
were studied in a group of 736 patients admitted to the 
Belfast City Hospital between 1948 and 1956. The 
patients were treated in hospital for an average period of 
7 weeks, and all except 26 were followed up annually at 
out-patient interviews, by home visits, or through the 
family doctor. On the basis of the follow-up results the 
patients were divided into three groups. (1) Recovered: 
(a) patients showing Grade-1 recovery—that is, fully 
independent with normal intellect, having some use of 


.the affected hand, and able to walk with confidence; and 


(b) patients showing Grade-2 recovery—that is, able to 
walk but needing help with dressing and toilet, some 
having impaired intellect but none being incontinent. 
(2) Long-stay: patients who failed to improve appreci- 
ably after at least 3 months of intensive treatment and 
were chair-fast or bed-fast, unable to walk alone, and 
usually confused and incontinent. (3) Died: patients 
who died within two months of the onset before the 
likely response to treatment could be assessed. 

The authors found that four-fifths of those who with- 
stood the onset of a stroke survived the next 2 months; 
just over one-half of these became independent and just 
under one-half were permanently incapacitated. There 
was no difference between the sexes in the grade of 
recovery. Blood pressure did not appear to be related: 
to the prognosis, but increasing age adversely affected 
the outcome. In 60% of the patients who. recovered 
there were lesions of the left cerebral hemisphere. It 
is noted that 75% of patients who recovered had been 
admitted within one month of the onset of the stroke 
compared with 55°%% of those who became long-stay 
invalids. Estimates of survival indicated that for both 
sexes and all ages those who recovered lived longer than 
those who became long-stay patients, and women tended 
to live longer than men. Further, 50°% of patients of 
either sex who recovered from a stroke survived at least 
6 years if aged less than 65 years at the onset; over that 
age at onset males who recovered survived about 34 
years and females 4 years. The side of the brain in- - 
volved and the duration of paralysis before admission did 
not affect the survival rates. Of 306 patients in whom 
the cause of death was determined, 32% had a further 
and fatal cerebral accident, 34°% died from respiratory 
disease, and 18°% from coronary thrombosis or con- 
gestive heart failure. Comparison with life tables 
showed that the expectation of life was greatly diminished 
by a stroke, except in the group of men over 75 who 
recovered. 

[Geriatricians will be grateful for these valuable 
statistics.] Bernard Isaacs 
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171. Basilar Artery Migraine 
E. R. Bicxerstarr. Lancet [Lancet] 1, 15-17, Jan. 7, 
1961. 


This paper from the Midland Centre for Neurosurgery, 
Smethwick, Staffordshire, describes the clinical features 
of migrainous attacks in 34 patients whose symptoms 
suggested a vasomotor disturbance predominantly affect- 
ing the brain-stem. Signs and symptoms were bilateral 
loss or disturbance of vision, vertigo, tinnitus, ataxia, 
dysarthria, and bilateral peripheral dysaesthesiae fol- 
lowed by occipital headache. None of the patients were 
over 35 years of age, 26 of them being adolescent girls. 
A positive family history was obtained in 28 cases. Many 
of the patients had classic attacks of migraine in addi- 
tion to the basilar artery migraine, and the latter tended 
to be replaced by the more common variety as the 
patient grew older. J. B. Stanton 


172. Postural Vascular Reactions in Cases of Migraine 
and Related Vascular Headaches. [In English] 

M. WENNERHOLM. Acta medica Scandinavica [Acta 
med. scand.| 169, 131-139, Feb., 1961. 3 figs., 20 refs. 


In this study of the influence of posture on the state of 
the extracranial arteries in patients with vascular head- 
aches, reported from the County Hospital, K6ping, 
Sweden, the author examined 52 patients and 30 control 
subjects. Pulse waves were recorded from the fronto- 
temporal branch of the temporal artery, and in some 
cases from the supra-orbital artery, with the patient in 
the horizontal and upright positions. The electro- 
cardiogram (ECG) was recorded under the same 
conditions. 

Slight flattening of the T waves in the horizontal 
position was observed in 8 of the controls, and more 
marked ECG changes, which were thought to indicate 
autonomic instability, in 23 of the patients. In the con- 
trols the pulse amplitude varied little as between the 
horizontal and upright positions. Patients with chronic 
vascular headaches, however, showed a considerable 
reduction in amplitude of the pulse waves on assuming 
the upright position and there was good correlation with 
the side of the headache. In some cases the pulse wave 
became almost completely flat. Blood pressure and 
pulse rate remained unchanged with change of posture. 

These findings and previous observations by Heyck 
and others are discussed and attention is drawn to 
Heyck’s theory that the abnormal vascular reaction in 
these cases may be due to the » prenence of arterio-venous 
shunts. H. S. Schutta 


173. Arteriographic Study of Cerebrovascular Disease. 
II. Cerebral Symptoms due to Kinking, Tortuosity, and 
Compression of Carotid and Vertebral Arteries in the Neck 
R. Bauer, S. SHEEHAN, and J. S. Meyer. Archives of 
Neurology [Arch. Neurol.] 4, 119-131, Feb., 1961. 
6 figs., 17 refs. 

Recent advances in radiographic techniques, including 
the use of improved contrast media, now permit investi- 
gation of cases of cerebrovascular disease by arterio- 
graphy without undue hazard. This paper describes a 
study of both carotid and both vertebral arteries and 


their intracranial branches (panarteriography) in 71 
cases admitted to the Detroit Receiving Hospital, 
Detroit, Michigan, with symptoms and signs attributable 
to cerebrovascular disease. The incidence of kinks and 
coils of the cerebral vessels was noted. Bilateral carotid 
angiography was carried out by the conventional per- 
cutaneous method, retrograde vertebral injections being 
made either by percutaneous catheterization of the 
brachial artery or by percutaneous injection of the sub- 
clavian artery. The majority of the patients were in the 
6th or 7th decade of life and 60°% had hypertension. 

Of the 71 cases, one or both carotid or vertebral 
arteries were markedly tortuous, kinked, or rotated in 
21 (30%), while tortuosity or kinking of the carotid 
arteries was present in 17 cases (24%). In 5 cases (7%) 
tortuosity and kinking of both vertebral and carotid 
arteries were combined. Abnormal tortuosity of one or 
both vertebral arteries was seen in 9 cases (13%). Al- 
most all patients had advanced arteriosclerosis with 
associated plaques and stenosis or occlusion of vessels. 

Head-turning was carried out during angiography in 
the last 25 cases, and by this means a greater number of 
instances of kinking was demonstrated, as significant 
kinking did not always appear until the head was 
rotated. 

It is concluded that the common sites of kinking are 
in the internal carotid artery before it enters the skull 
and the first and second portions of the vertebral artery. 
Rarely do kinking and tortuosity alone give rise to symp- 
toms of cerebral ischaemia, but in cases where there is 
diffuse cerebrovascular disease, such as atherosclerotic 
plaques, with stenosis and compression of the vertebral 
artery by osteophytes, kinking and tortuosity of major 
vessels may further impair the cerebral circulation and 
play a role in the production of symptoms. During 
rotation of the head stenosis may be due to the following 
mechanisms: compression of the vertebral artery against 
the lateral mass of the atlas; compression of the internal 
carotid artery against the lateral process of the atlas; 
kinking of a tortuous internal carotid artery in its cervical 
portion; kinking of the first portion of the vertebral 
artery; and’ compression of the vertebral artery by the 
osteophytes of cervical spondylosis. 

J. MacD. Holmes 


174. Functional Efficiency of the Circle of Willis. Im- 

plications for Reconstructuve Surgery of Main Cerebral 

Arteries 

C. J. Dickinson. British mer: Journal [Brit. med. J.} 
1, 858-859, March 25, 1961. 1 fig., 11 refs. 


175. The Fall in Cerebrospinal Fluid Sugar in Menin- 
gitis: Some Experimental Observations 

R. G. PerersporF and D. H. Harter. Archives of 
Neurology [Arch. Neurol.] 4, 21-30, Jan., 1961. 8 figs., 
bibliography. 

The authors of this paper from the University of 
Washington School of Medicine and the Columbia- 
Presbyterian Medical Center, New York, reaffirm that 
the well-recognized fall in cerebrospinal-fluid (C.S.F.) 
sugar content in coccal meningitis is a common feature 
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of meningeal infections due to tubercle bacilli, yeasts, 
or spirochaetes, sarcoidosis of the nervous system, 
diffuse carcinomatous meningitis, and subarachnoid 
haemorrhage. They discuss the relative importance of 
leucocyte metabolism, bacterial metabolism, alterations 
in the permeability of the meninges, and accelerated 
metabolism of neural tissue as possible responsible fac- 
tors and review the available experimental evidence. 

To study the role of micro-organisms and leucocytes 
in reducing the sugar content of the C.S.F. experiments 
were performed on mongrel dogs, encapsulated Type-3 
pneumococci being used as the infecting organisms. 
Bacterial meningitis was induced by inoculating a saline 
suspension of this organism into the subarachnoid space 
through a midline burr hole and thereafter sampling the 
C.S.F. by cisternal puncture. Aseptic meningitis was 
produced by the administration of 6 ml. of sterile isotonic 
saline or, in a few cases, 1 ml. of sterile dog serum into 
the cisterna magna. 

Dogs made leucopenic by total-body irradiation re- 
sponded to the infecting organism with only a minimal 
exudation of cells into the C.S.F. The expected fall in 
sugar content did not occur, suggesting that the leuco- 
cytes rather than the bacteria were responsible. How- 
ever, in dogs with aseptic meningitis, although there was 
a brisk pleocytosis, the sugar content was again not 
unduly lowered. Experiments in vitro showed that 
incubation of C.S.F. in the presence of either leucocytes 
or bacteria alone resulted in a very slow glycolysis, 
whereas the presence of leucocytes and infecting organ- 
isms together produced a more profound fall in sugar 
content, suggesting a synergistic action between the two. 
That bacterial multiplication was not necessarily the 
important factor in this synergism was shown in experi- 
ments in vivo in which pneumococcal infection was 
superimposed upon an aseptic meningitis, when a pro- 
found fall in C.S.F. sugar content occurred, although 
the number of organisms in the C.S.F. remained approxi- 
mately the same as in the original inoculum. The 
authors suggest that the increase in the metabolic 
activity of leucocytes occasioned by the presence of 
micro-organisms is the factor responsible for the acceler- 
ated glucose utilization. However, the experiments do 
not offer an explanation for the fall in C.S.F. sugar 
content associated with a mononuclear pleocytosis—for 
example, in tuberculous meningitis; but the authors 
state that they are studying this subject further. 

J. B. Foster 


176. Apoplexy Associated with Brain Tumours 

C. G. DRAKE and D. McGee. Canadian Medical Associ- 
ation Journal (Canad. med. Ass. J.| 84, 303-305, Feb. 11, 
1961. 2 figs., 11 refs. 


Massive spontaneous bleeding occurred in 18 of 256 
cases of verified intracranial tumour—an incidence of 
76%. ‘The average age (35-5 years) is well below that 
of patients in the usual “ stroke” group. The majority 
of the bleeding tumours were malignant: 14 cases 
(77-89%). The diagnosis was suspected or verified in 
1S patients (83-49%) :before operation or autopsy. 
Definite premonitory symptoms were absent in 8 patients 
(44-4%) and hemorrhage occurred predominantly 
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(83-4%%) within the tumour. Hypertension and trauma 
were considered not to be related. Three case histories 
have been presented.—[Authors’ summary.] 


177. Tumors of the Cerebellopontinie Angle: Their Early 
tion 


Recogni 

P. C. Bucy and F. Isamat. Archives of Otolaryngology 
[Arch. Otolaryng. (Chicago)] 73, 29-36, Jan., 1961. 
2 figs., 13 refs. 


In this survey of tumours of the cerebellopontine 
angle, presented from Northwestern University School 
of Medicine, Chicago, the authors deal mainly with 
acousticneurinoma, meningioma and epidermoid tumours 
being included chiefly for differential diagnosis. The 
results of partial removal of acoustic tumours, including 
those of the intracapsular operation, have been so un- 
satisfactory that complete extirpation is advised when- 
ever possible. To achieve this, the tumour must be 
recognized before it becomes adherent to the brain-stem 
or affects the general condition of the patient. Signs 
of raised intracranial pressure are inconstant and usually 
appear late. Tumours in the cerebellopontine angle can 
affect any structure in the posterior fossa—the cerebellum, 
the brain-stem, and any cranial nerve from the 3rd to 
the 12th. In the case of acoustic neurinoma, however, 
except for the 8th nerve in both branches and some early 
loss in the 5th and 7th, all these effects are late. The 
only early sign which can be relied on is evidence of 
progressive injury to the 8th nerve. The authors claim 
that “every person found to be suffering from a neural 
type of deafness, should be suspected of harbouring a 
tumour in the cerebellopontine angle ”’. 

Although vestibular nerve function is nearly always 
impaired in patients with acoustic tumour true vertigo 
is very rare. (The authors hold that if no loss can be 
shown by the caloric tests there would be “a serious 
question” as to diagnosis of an acoustic tumour.) 
Meningioma in the angle does not cause consistent im- 
pairment, and epidermoids may not produce any loss. 
In regard to auditory effects unilateral advancing deaf- 
ness is the one constant symptom of an acoustic nerve 
tumour, but the advance is so slow that the patient may 
not notice any loss of hearing until it is nearly complete. 
{It is not uncommon in any unilateral deafness for the 
patient to ignore it until some chance accident suddenly 
puts the better ear out of action.] The difficulty is to 
distinguish between deafness due to interference with 
the auditory nerve trunk and that due to cochlear lesions, 
as for example in Méniére’s syndrome. Some recent 
work has suggested that when the nerve trunk is affected 
there is difficulty in understanding speech, which is dis- 
proportionately greater than the pure-tone loss, and that 
the loss for continuous sounds is greater than for pul- 
sating sounds. The present authors point out that these 
tests are still in the experimental stage. 

In regard to diagnosis radiography may show enlarge- 
ment of the internal auditory meatus in about 50% of 
cases, and pneumoencephalography usually reveals dila- 
tation of the lateral and third ventricles (but the authors 
oppose this procedure as being too dangerous in tumours 
of the angle). Lumbar puncture shows an increase in 


the protein content of the cerebrospinal fluid in nearly all 
cases of acoustic tumour (but this procedure too is con- 
sidered dangerous). In the authors’ opinion vertebral 
angiography is not much help, since the course of the 
basilar artery is usually tortuous and often only the 
major branches are clearly visualized. The conclusion 
drawn is that in any case of unexplained, advancing, uni- 
lateral deafness of the nerve type with loss of vestibular 
response the possibility of an acoustic nerve tumour 
must always be considered. 

[In the past a great difficulty in the tests for differentiat- 
ing between lesions of the cochlea and the nerve trunk 
has been that the severe deafness on the affected side has 
made the tests unreliable unless the possibility of transfer- 
ence of sound to the unaffected ear has been eliminated 
by heavy “ masking ” of the better ear, which may itself 
affect the testing of the damaged ear. It will be interest- 
ing to know whether this difficulty can be overcome by 
the tests suggested here. Of the authors’ own cases, 65°% 
were “ regarded as totally deaf in the affected ear ” (but 
the total number of cases in the series is not stated). 
Without further evidence few surgeons would feel justi- 
fied in advising exploration of the cerebellopontine angle 
on the strength of deafness and loss of vestibular function 
alone.]} F. W. Watkyn-Thomas 


178. Craniopharyngioma in the Elderly 

R. W. Ross Russeit and J. B. PENNYBACKER. Journal 
of Neurology, Neurosurgery and Psychiatry [J. Neurol. 
Neurosurg. Psychiat.) 24, 1-13, Feb., 1961. 30 refs. 


In this paper from the Radcliffe Infirmary, Oxford, 
the authors report a series of 24 cases of craniopharyn- 
gioma occurring in middle-aged and elderly patients 
(mean age 57-4 years), and in a discussion of the pre- 
senting features of this congenital tumour contrast these 
features in the present patients with those most commonly 
recognized in children or young adults. It was formerly 
believed that these tumours were confined to the younger 
age groups and showed one of two clinical syndromes: 
either the development of visual field defects and evidence 
of raised intracranial pressure resulting from obstruction 
of the 3rd ventricle, or endocrine disturbances consequent 
upon distortion of the hypothalmus by the tumour. The 
authors stress the frequency of field defects—often un- 
noticed by the patient during their early development— 
and also the importance of mental abnormality as pre- 
senting features of the tumour in adult life. Of the 24 
cases studied (out of a total of 68 seen in the period 
1938-59), 11 were in women and 13 in men, of whom 6 
were in the 5th decade, 9 in the 6th, 8 in the 7th, and one 
in the 8th. In 14 cases the patient presented with visual 
failure which had been developing for 6 months to 10 
years, while 8 presented with primary mental disturbance. 
It is very common for the visual field defect to be in the 
form of an incongruous bitemporal hemianopia of 
depressional or scotomatous type; however, isolated 
scotomata and homonymous hémianopic field defects 
are also seen, and the authors make the point that the 
type of field defect is not related entirely to the site of the 
tumour in relation to the optic chiasm. Moreover the 
field defects frequently fluctuate throughout the course of 
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development of the tumour. Of these 24 cases, 10 
showed normal fundi on examination, in 9 there was 
unequivocal optic atrophy, and in only one case bi- 
lateral papilloedema. One patient suffered from vague 
visual hallucinations and sudden falling attacks. 

In regard to the response of the visual symptoms to 
operative treatment—either removal or aspiration—4 
patients were improved, one slightly improved, and 8 
were unchanged or gradually deteriorated. Simple 
psychometric testing showed that 12 were of normal 
intelligence, but of the others, 4 had a recent memory 
defect with somnolence and some mental retardation 
and 8 were suffering from dementia, which was the domin- 
ant feature of the case; the histories of 6 of these last 
are given and illustrate the progressive organic dementia 
of variable degree. The authors state that this was 
usually associated with dilatation of the lateral ventricles. 
Endocrine abnormalities, so common in the younger age 
groups, were uncommon in the present series; thus in 
10 cases there was a mild degree of pituitary or hypo- 
thalamic disorder manifested by lassitude, decreased cold 
tolerance, menstrual irregularity, diminished libido, and 
polyuria, but 13 patients were without endocrine symp- 
toms or signs. In one case only was there clinical evi- 
dence of hypopituitarism. Lateral radiography re- 
vealed suprasellar calcification of the skull in 13 cases and 
the sella was enlarged in 6. The authors conclude with 
a review of the literature on craniopharyngioma and 
especially that dealing with the pathogenesis of the visual 
field and hypothalamic disturbances. J. B. Foster 


EPILEPSY 


179. The Use of ‘* Trinuride ’’ (Phenylethylacetylurea) 
in the Treatment of Epilepsy _ 

R. D. Five and J. B. Gaytor. South African Medica! 
Journal [S. Afr. med. J. 35, 85-86, Feb. 4, 1961. 5 refs. 


At the Western Infirmary, Glasgow, “ trinuride”’, 
each tablet of which contains 0-2 g. of phenylethyl- 
acetylurea, 0-04 g. of diphenylhydantoin, and 0-015 g. of 
phenobarbitone, was tried in the treatment of 21 epileptic 
patients. Of these 21 patients, 11 had grand-mal 
epilepsy, one had grand mal and petit mal, and the 
remaining 9 were considered to be suffering from tem- 
poral-lobe epilepsy, 5 of them also subject to major 
convulsions. All the patients had had seizures for more 
than a year, the majority of them for more than 5 years, 
which had not been controlled with other treatment. 
Trinuride was introduced gradually, with corresponding 
reduction in the dosage of anticonvulsant drugs previ- 
ously given, most of the patients continuing with a much 
reduced dosage of their original medication during 
trinuride therapy. The average daily dose of trinuride 
ranged from 3 to 5 tablets in the group with grand-mal 
epilepsy. The frequency of attacks was reduced 75 to 
100°% in 4 patients and 25 to 50° in 4; it was unchanged 
in 2 and appeared to be increased in 2. Of the patients 
with temporal-lobe epilepsy, 7 showed 75 to 100% reduc- 
tion in the frequency of attacks with general improvement 
in behaviour, one showed no change, and one became 
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worse. No serious side-effects were observed, but in 2 
patients ataxia and incoordination were noted, which 
disappeared when the dosage of trinuride was reduced. 
The authors consider that this drug has anticonvul- 
sant properties of value in the treatment of epilepsy. 
J. B. Stanton 


180. Television-induced Seizures 
C. Patus and S. Louis. Lancet [Lancet] 1, 188-190, 
Jan. 28, 1961. 3 figs., 9 refs. 


In this paper are described 2 cases of television- 
induced epilepsy recently seen at the Postgraduate 
Medical School (Hammersmith Hospital), London. 
Neither patient had any history of previous attacks. 
The authors remark that, considering the many forms of 
flicker—such as neon and fluorescent lighting, the 
cinema, and television—that complicate modern life, 
there are surprisingly few cases of flicker-induced epilepsy. 
They attempt to find reasons for this by carefully analys- 
ing each patient’s electroencephalographic response to a 
large variety of stimuli. General neurological investiga- 
tions gave normal results in both cases. One patient’s 
electroencephalogram was normal during rest, but the 
other had an abnormal resting record. The photic 
stimulation required to induce spike waves and myo- 
clonus was highly specific; it was most effective when 
the frequency was slow, the flicker close, the background 
dark, and the eyes were closed, but these conditions 
seldom occur together. In a susceptible subject the most 
dangerous time is when he attempts to adjust a flickering 
television screen with his face near the set. When the 
flicker becomes distressing he tends to close his eyes, 
and he is then most susceptible to a major epileptic 
seizure. The reason why closed eyelids affect suscepti- 
bility to flicker is not fully understood. - 

M. R. Medhurst 


181. Epilepsy and Television 
C. Mawopstey. Lancet [Lancet] 1, 190-191, Jan. 28, 
1961. 12 refs. 


The author reports on 3 cases of television-induced 
epilepsy seen at the Manchester Royal Infirmary during 
1959. The fact that flickering light can cause epileptic 
seizures has been known since Roman times. Recently 
electroencephalographic (EEG) investigations have aug- 
mented clinical observations, and the author briefly 
reviews the literature to illustrate this point. There 
were marked EEG changes in all 3 cases reported, and 
2 of the patients had fits when stimulated with the 
stroboscope. The onset of the epileptic attacks is 
described and details of the EEG findings are given. 
The flicker frequency of a faulty television set is likely 
to be 25 per second, a rate which corresponds to the 
frequency at which atypical spike discharges and fits 
were elicited experimentally. There was a consistent 
association between fits and television flicker in these 
cases. All 3 patients were given anticonvulsants and 
advised not to watch a flickering screen. [The author 
does not discuss whether avoidance of photic stimulation 
alone would prevent the fits, or whether anticonvulsants 
could suppress the fits even in the face of a flickering 
screen.] . M. R. Medhurst 


or 14 days had passed.] 
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CRANIAL NERVES 


182. Neuritis of the Facial Nerve Due to a Coxsackie 
Virus. (Hesputsi nunesoro HepBa, BUpy- 
com Koxceku) 

M. A. VASCENKO and N. F. Gotus. /Kypuaa Heepo- 
namoaozuu u ITcuxuampuu [Z. Nevropat. Psihiat.] 60, - 
1416-1422, No. 11, 1960. 4 figs., 19 refs. 


This paper describes 4 cases of facial palsy (3 of poly- 
radiculitis and one of facial neuritis) in which Cox- 
sackie virus was isolated from the cerebrospinal fluid 
(C.S.F.). Cytosis was minimal, except in one case in 
which there were 90 cells per c.mm. In addition to the 
palsy, all 4 patients showed loss of taste in the anterior 
two-thirds of the affected side of the tongue, an increase 
in acuity of hearing for low tones, and tenderness over 
the affected nerve. Cultures of virus isolated from the 
C.S.F. were injected into suckling mice and caused the 


‘symptoms typical of Coxsackie infection. Successive 


passages caused 100% morbidity in mice. The serum of 
3 of the patients neutralized the virus of Subgroup A of 
the Coxsackie group. 

Treatment was by intramuscular injections of gamma 
globulin and of magnesium sulphate, paraffin applica- 
tions, massage, remedial physiotherapy, and in 2 cases 
acupuncture. Complete recovery took place after 
periods varying from 24 to 98 days. 

L. Firman-Edwards 


183. Treatment of Recent Bell’s Palsy by Cervical 
Sympathetic Block 

F. B. Korxis. Lancet [Lancet] 1, 255-257, Feb. 4, 1961. 
12 refs. 


It has been widely accepted that in Bell’s palsy ischae- 
mia of the 7th cranial nerve in the vertical portion of the 
facial canal is the likeliest causal lesion. An ischaemic 
nerve is believed to swell and the encompassing temporal 
bone then causes secondary compression. The author 
of this paper from the Metropolitan Ear, Nose and 
Throat Hospital, London, considers that cases of Bell’s 
palsy are of two main types: (1) vasospastic, which is 
seen in the majority of cases, occurs in younger patients, 
and carries the best prognosis, may be due to either angio- 
spasm of the feeding arterioles or thrombosis of the vasa 
nervorum; (2) organic, which carries a poor prognosis 
in patients in the older age groups, is caused by vascular 
changes that dispose to intraluminal thrombosis and 
may be either primary or secondary to associated vaso- 
spasm. 

It is accepted that over-all approximately 80% of 
patients with Bell’s palsy recover spontaneously, with 
some evidence of recovery of nerve function within 4 
weeks. The author describes the results of cervical 
sympathetic block under local anaesthesia in 50 patients. 
Of 37 treated within 7 days of the onset, 36 recovered 
completely; of the remaining 13 patients, 6 recovered 
and 7 did not. , 

[No details of the technique are included in this paper 
except that injections were repeated at 2- to 3-day 
intervals until there was evidence of recovery of function 
J. V. Crawford 
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184. Suicides in Medical and Surgical Wards of General 
Hospitals 

R. J. Srowter and F. M. Estess. Journal of Chronic 
Diseases [J. chron. Dis.] 12, 592-599, Dec., 1960. 5 refs. 


The authors of this paper from the University of Cali- 
fornia School of Medicine, Los Angeles, have studied 
the case histories of 33 patients who committed suicide 
in the wards of 2 large general hospitals during a period 
of 10 years. There was only one woman in the series. 
All 33 patients had serious physical disease and had been 
ill for long periods. Death was due in 16 cases to jump- 
ing from a height, in 15 to laceration, and in 2 to hang- 
ing, mostly during the hours of night. In 28 cases overt 
mental or emotional problems were recorded before 
the suicide, but only 6 psychiatric consultations had 
been requested. Clinical symptoms suggestive of organic 
brain disease were present in 16 cases, and 9 patients 
appeared to be depressed. 

The authors suggest that the preponderance of males 
in this series might be explainable by the feelings of use- 
lessness and rejection often experienced by men, previ- 
ously active, shut off from the community in a hospital 
ward. They remark that the staffs of the hospitals con- 
cerned are not trained in psychiatric observation, which 
makes the record of mental abnormality particularly 
striking. The records generally reveal lack of interest 
in the psychiatric aspect of cases in the wards, and the 
authors suggest that, had signs of depression been recog- 
nized, an appreciable number of deaths could have been 
averted; organic confusion combined with depression 
they regard as specially dangerous. They consider that 
attention to building design is important in reducing the 
incidence of suicide. In ome hospital where there was 
an obvious vantage point for jumping 14 patients died 
in this way, while at the other hospital only one such 
death occurred and the chief method of suicide was self- 
laceration. The authors suggest that anything which 
delays suicide, such as difficulty in finding suitable 
means, diminishes its incidence. They recommend 
greater attention to the psychiatric aspect of somatic 
illness, a “* psychological autopsy’ where suicide has 
been successfully accomplished, and attention to physical 
methods of prevention, particularly with regard to 
jumping from a height and self-laceration. 

Gavin Thurston 


185. Dementia: a Clinical and EEG Study of 274 
Patients over the Age of 60 

E. C. TurTON and P. K. G. WarREN. Journal of Mental 
Science [J. ment. Sci.] 106, 1493-1500, Oct., 1960 
[received Jan., 1961]. 20 refs. 

Finding that opinions in the literature conflict as to 
the value of the electroencephalogram (EEG) in assessing 
the mental state of elderly patients, the authors, at the 
Bristol Mental Hospital, clinically examined and obtained 
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an EEG from 274 patients aged between 60 and 79 years, 
Where possible the patients were reviewed 3 years later. 
Dementia was assessed in 5 grades from the patients’ 
general performance, tests of information and orienta- 
tion, digit span, and performance with the Babcock 
Sentence. The criteria of EEG abnormality used are 
also detailed. 

The over-all death rate in 3 years was 27:4%, there 
being no significant difference between the sexes, between 
the two decades 60 to 69 and 70 to 79, or between pre- 
sence or absence of EEG abnormality. An abnormal 
EEG was noted in 52%, the most common abnormality 
being a moderate excess of diffuse slow activity. The 
likelihood of an abnormal EEG was greater if dementia 
was present; nevertheless a large number of normal 
recordings were found where dementia, even gross 
dementia, was present, and abnormal recordings where 
there was no dementia. The relationship between EEG 
abnormality and definite organic dementia and abnormal 
signs on examination of the nervous system was closer. 
A repeat EEG obtained from 190 of the 200 patients who 
survived for 3 years showed no change in 162. Of 
9 patients in whom the dementia had increased, 7 had 
an unchanged EEG. 

The authors conclude that the value of serial tracings is 
slight and that the EEG is not of much value in assessing 
the degree of mental deterioration until this is already 
gross; indeed, it can be misleading. It is of little help 
where dementia cannot be assessed because of coexistent 
psychosis. J. N. Agate 


186. A Contribution to the Study of Adolescent Gangs. 
(Contribution a l’étude des gangs d’adolescents) 

P. Parrot and M. GuENEAu. Annales médico-psycho- 
logiques [Ann. méd.-psychol.] 118, 837-862, Dec., 1960. 


On the basis of results of studies carried out in observa- 
tion centres and reform schools for juvenile delinquents 
in France the authors describe the psychological mechan- 
isms they consider to be of common occurrence among 
members of gangs of adolescent delinquents. Unlike 
the solitary neurotic offender, who makes no proper 
emotional contact with anyone, the typical gang member 
feels the need of companionship to bolster up his morale 
in the face of a hostile, rejecting world and to supply 
him with the emotional warmth and acceptance lacking 
in his own family background. Gang members adopt 
differing roles according to their individual psycho- 
pathology. Thus the roles of leader, henchmen, 
““ stooges’, and dare-devils correspond approximately 
with the urge to dominate, the need for acceptance, the 
pliability of mental subnormality, and the instability 
and impulsiveness of psychopaths and mythomaniacs. 
Identification with an officially condemned minority not 
only provides emotional support, but also satisfies un- 
conscious masochistic urges and guilt feelings. Young 
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persons with these unconscious conflicts intuitively 
recognize each other’s needs and come together in gangs 
after only the most casual preliminary contact. 


In a discussion of therapy an example of a “* psycho-. 


drama ”’ is quoted in extenso to illustrate the dynamics of 
one particular delinquent group. In this instance the 
group revolved round an intelligent (I.Q. 145) dominating 
leader, a girl aged 16, who was herself tied to the members 
by homosexual feelings. The authors recommend 
that the inmates of correctional institutions for juveniles 
should be organized into therapeutic teams in order 
to canalize the need for association into more profitable 
channels. D. J. West 


187. The Psychopathology of Early Chronic Internal 
Hydrocephalus. (Zur Psychopathologie des friihen 
chronischen Hydrocephalus internus) 

S. Rotacu. Psychiatria et neurologia [Psychiat. et 
Neurol. (Basel)} 141, 1-25, Jan., 1961. 5 figs., 29 refs. 


The author describes the disturbance of personality 
and of affect which are seen in some patients with early 
chronic internal hydrocephalus and reviews the literature 
on this subject. He points out that this disturbance of 
drive and mood have been compared with the symptoms 
described by Bleuler as the “‘ localized psychosyndrome ”’ 
among other examples of organic mental impairment. 
These include such categories as the post-encephalitic, 
narcopathogenic, and acromegaloid psychopathies. He 
then describes 8 cases of internal hydrocephalus with 
such symptoms and 5 others who were examined as out- 
patients because their pneumo-encephalograms had 
shown internal hydrocephalus without an obvious 
associated pathological lesion of the brain. In 4 of 
these cases there was no evidence of a localized psycho- 
syndrome, and the 5th case was an example of a post- 
encephalitic syndrome with narcolepsy. 

The author concludes by drawing attention to the 
difficulties of diagnosis of such localized psycho- 
syndromes. He suggests that hydrocephalic “ pseudo- 
psychopathy ” should be borne in mind in cases of this 
type and suitable investigations undertaken to demon- 
strate the possible presence of chronic internal hydro- 
cephalus, J. B. Stanton 


188. New Cases of G.P.I. 
S. BocKNER and N. CoLtart. British Medical Journal 
[Brit. med J.] 1, 18-20, Jan. 7, 1961. 1 ref. 


The North Middlesex Hospital, London, draws its 
patients largely from working-class districts in North 
London, Middlesex, Essex, and Hertfordshire. The 
psychiatric ward has 12 beds and admits about 500 
patients a year. Until 1959 only 1 or 2 cases of general 
paralysis of the insane (G.P.1.), which had been previ- 
ously diagnosed and treated, were seen each year. 
But in that year the incidence of G.P.I. rose, 9 cases being 
admitted with this disease, only one of which had been 
diagnosed previously. An account of these cases, 6 of 
which were in men, is now presented. The patients’ 
ages ranged from 40 to 69 years. 

The commonest psychiatric symptoms were excitement, 
delusions, disturbance of recent memory, personality 
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deterioration, and disorientation for time, place, and 
person. The most frequent physical findings were 
pupillary abnormalities, slurring of speech, and tremor 
of the tongue. The 9 case histories are presented. 

The authors suggest that the increase in incidence of 
G.P.I. is due to syphilitic infection during the last war 
which had been overlooked because the primary and 
secondary manifestations of the disease had been 
masked by incidental treatment with penicillin for other 
infections. 

[Not all the diagnoses of G.P.I. are equally convincing. 
The last 2 cases—both in females aged 40 and 45—were 
of acute psychosis without signs of dementia and without 
physical findings apart from a positive Wassermann 
reaction in blood and cerebrospinal fluid. The authors 
indicate, however, that the Wassermann test was not 
entirely reliable, being positive only after repetition in 3 
of their cases.] F. K. Taylor 


189. The Blood Content of Adrenaline and Noradrena- 
line in Patients with Neuroses. ampena- 
mMHa M B KpoBH ero 
MHKH IIpH HEBpO3ax) 

A. A. SATALovA and V. K. MyaGer. Heepo- 
namoaoeuu u ITcuxuampuu [Z. Nevropat. Psihiat.] 60, 
1338-1341, No. 10, 1960. 1 fig. 


It is now well known that emotional disturbances are 
accompanied by an increase in the blood content of 
adrenaline. In this study the authors have determined, 
by Lund’s method, the levels of adrenaline and nor- 
adrenaline in the blood of 45 patients, 36 with various 
types of neurosis (Group 1) and 9 with organic brain 
trauma or infection resulting in emotional instability 
(Group 2); Group 1 was subdivided into: (a) those 
with psychasthenia and obsessive states, and (b) those 
with anxiety, restlessness, and hysteria. 

Large variations in the blood adrenaline and nor- 
adrenaline levels were found, depending on the emotional 
state of the patients. Thus in Group 1 (a) these levels 
on admission were increased to an average of 0-7 and 
0-82 yg. per 100 ml. respectively and fell to 0-5 to 0-29 
pg. per 100 ml. respectively after treatment (correspon- 
ding values in a control group being 0-1 and 0-3 yg. 
per 100 ml. respectively). Thus the adrenaline level 
remained somewhat raised, while the noradrenaline level 
fell to normal. Similar results were obtained in Group 
1(5). In Group 2 the levels on admission were much 
higher, the mean values being 0-98 zg. per 100 ml. for 
adrenaline and 1-42 wg. per 100 ml. for noradrenaline; 
after treatment of this group, however, the level of 
adrenaline fell to normal and that of noradrenaline to 
just above normal, except in the organic cases with hypo- 
chondria, in which the adrenaline level remained raised 
but the noradrenaline level only slightly so. In this 
investigation the blood adrenaline level in the normal 
control group was somewhat higher than the recognized 
level; a further study in normal blood donors showed a 
mean value of 0-39 yg. per 100 ml. for adrenaline and for 
noradrenaline one of 0-5 zg. per 100 ml. 

The authors conclude that the increase in the blood 
adrenaline level, and still more in that of noradrenaline, 


— | 


64 PSYCHIATRY 


was most marked in neurotic patients with emotional 
tension associated with a very reserved external bearing. 
L. Firman-Edwards 


TREATMENT 


190. Disturbance and Reorganisation of Handwriting 
after Electric Convulsion Therapy. (Stérung und Re- 
organisation des Schreibverhaltens nach Elektroschock) 
G. GriNEWwALD. Archiv fiir Psychiatrie und Nerven- 
krankheiten [Arch. Psychiat. Nervenkr.] 201, 378-393, 
1961. 5 figs., 25 refs. 

Disturbances in the handwriting following electric 
convulsion therapy (E.C.T.) were investigated at the 
Medical Academy, Diisseldorf, in 19 psychiatric patients, 
a sample taken before E.C.T. being compared with 
samples taken up to one hour after the treatment. A 
control group received only an injection of hexobarbitone 
(“ evipan”’) without E.C.T. After E.C.T. there was a 
motor disturbance in the patients’ handwriting consisting 
of inadequacy in writing to instruction, abnormal 
sequence of symbols (manifested by perseveration), and 
graphic disturbances in the sense of a dissolution of 
movements. The syndromes disappeared again slowly 
and gradually. The syndrome is non-specific as regards 
aetiology, since it also appeared, though to a lesser 
degree, in the controls receiving only evipan. The 
author considers that underlying it are first of all disturb- 
ances in the cognitive—volitional structure of the act of 
writing, which in turn are due to the lowering of con- 
sciousness characteristic of the post-convulsive phase 
and of certain other organic states. J. Hoenig 


191. Experience with the Thioxan Derivative Chlor- 
prothixen (Taractan) in Clinical Psychiatry. (Erfah- 
rungen mit dem Thioxanthenderivat Chlorprothixen 
(Taractan) in der klinischen Psychiatrie) 

H. Gross and E. KALTENBACK. Wiener klinische 
Wochenschrift (Wien. klin. Wschr.] 73, 64-69, Jan. 27, 
1961. 16 refs. 


The authors report their experiences at the Municipal 
Psychiatric Clinic, Vienna, with the tranquillizing drug 
chlorprothixen (“‘ taractan’’) in the treatment of 218 
male patients, the majority of whom were suffering from 
schizophrenic and alcoholic psychoses. Initially the 
drug was given by intramuscular injection in a dosage 
of 30 to 60 mg. three times a day for 3 days, but there- 
after this was increased to a total of up to 360 mg. a day 
if necessary. During the first 3 days the patients were 
kept in bed because of the hypotensive effect of the 
drug. Later treatment was continued orally, 50 mg. 
being given six times a day in most cases. 

The best results were achieved in patients who were 
restless, excited, and agitated. In schizophrenic patients, 
however, it was found advantageous to change after the 
first 3 days from chlorprothixen to chlorperphenazine or 
thioridazine because of the more specific anti-schizo- 
phrenic action of these drugs. In delirium tremens 
chlorprothixen proved beneficial when combined with 


the usual therapeutic regimen. In such cases an initial 
intramuscular injection of 60 mg. was followed, if neces- 
sary, by an injection of 100 mg. one hour later, this dose 
being repeated after a few hours in some cases. In one- 
third of the patients additional doses of paraldehyde 
had to be given. 

Dry mouth and drowsiness occurred with high doses. 
Because of the danger of vasomotor dysfunction and 
orthostatic collapse special caution had to be exercised 
in senile arteriosclerotic patients with confusional psy- 
choses. Among other side-effects were dizziness, epilep- 
tic fits, and dystonic muscular reactions, but no Parkin- 
sonian symptoms were observed. Nevertheless the 
authors conclude that because of its prompt calming 
effect, its good tolerability when given intramuscularly, 
and its limited secondary effects chlorprothixen can be 
regarded as the best neuroleptic drug developed up to 
the present. F. K. Taylor 


192. Depression Treated with Imipramine: a Follow-up 
Study 

L. G. Kiron and J. R. B. BALL. British Medical Journal 
[Brit. med. J.] 1, 168-171, Jan. 21, 1961. 13 refs. 


In a previous communication (Brit. med. J., 1959, 2, 
1052; Abstr. Wid Med., 1960, 27, 487) the authors com- 
pared the effect of imipramine (“‘ tofranil””) on endo- 
genous and reactive depressions with that of a placebo. 
They found that 74% of patients with endogenous de- 
pression responded well to imipramine, but only 22°% to 
the placebo. In reactive depressions the figures were 
59% and 20°% respectively. 

They now supplement their original report by giving an 
account of a therapeutic cross-over study, with a follow- 
up at 6 months, conducted at the Royal Victoria Infir- 
mary, Newcastle upon Tyne. A group of 17 patients 
with endogenous depression who had not responded 
to the placebo in the first investigation were subsequently 
given imipramine, with good results in 8 of them. A 
similar effect was obtained in 6 of 15 patients with reactive 
depression treated with imipramine. Patients who had 
not originally responded to imipramine also failed to 
respond after a cross-over to the placebo. Of the 
original 97 patients, all but 3 could be followed up after 
6 months; these 3 cases were rated as failures. Of 44 
patients suffering from endogenous depression treated 
with imipramine, 29 (66%) showed a good initial re- 
sponse and 21 (48°%%) of them were still well after 6 
months. For 37 patients with reactive depression 
treated with imipramine the comparable figures were 20 
(54%) and 15 (41%). 

Thus about one-quarter of all the cases with a good 
initial response to imipramine relapsed within 6 months. 
The authors regard this as emphasizing the need to keep 
patients under supervision, even if they have shown an 
early response to medication. Improvement made its 
appearance after one to 6 weeks of treatment with doses 
of 150 to 200 mg. of imipramine. In some cases of 
endogenous and reactive depression treatment had to be 
continued for more than a year, but the average time was 
6 months. The maintenance dose employed varied from 
75 to 150 mg. daily in most cases. Pye 33} 
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Of the 81 patients who received imipramine at one 
time or another, 67 (83°%) complained of side-effects, 
though these were generally unpleasant rather than 
cangerous. Most frequent were dry mouth, sweating, 
constipation, dizziness, and nausea; one patient had an 
attack of grand mal, and the authors advise caution when 
giving imipramine to epileptics. F. K. Taylor 


193. The Combination of Sleep Therapy and ‘ Tof- 
ranil ’’ [Imipramine] in the Treatment of Agitated De- 
pression. (La cure combinée de sommeil et de “ tof- 
ranil”’: traitement des dépressions anxieuses) 

P. C. Racamier, J. P. MARECHAL, L. CARRETIER, and 
C. Sens. Annales médico-psychologiques [Ann. méd.- 
psychol.| 119, 53-66, Jan., 1961. 


In a previous study of 47 patients with depressive ill- 
nesses, in 29 of whom there was a predominance of signs 
of retardation and in 18 of signs of agitation, the authors 
had found that while some two-thirds of the former were 
much improved, only one-third of the agitated depressives 
were similarly benefited by treatment with “ tofranil” 
(imipramine). In the present paper they report a con- 
trolled trial on 87 depressed patients, 51 with predomin- 
antly retarded depression and 36 with predominantly 
agitated depression; each of these groups was divided 
into two subgroups, treated respectively with tofranil 
alone and with tofranil together with continuous nar- 
cosis. The mean daily dose of tofranil was 150 mg. 
orally, while narcosis was maintained by a daily dose of 
not more than 500 mg. of barbiturates, supplemented as 
necessary by meprobamate, chlorpromazine, and non- 
barbiturate sedatives. The hypnotics were given for 3 
weeks and tofranil for various longer periods. 

The authors report that a significantly higher propor- 
tion of patients with agitated depression recovered or 
were much improved in the subgroup receiving the com- 
bined treatment than in that receiving tofranil alone. 
In the patients with retarded depression the addition of 
sleep treatment made no significant difference. With 
the combined treatment both agitated and retarded 
groups showed similar proportions of satisfactory 
response to treatment (89% and 82% respectively 
of the 40 patients given such treatment). Describing an 
illustrative case history of a patient who responded to 
the combined treatment the authors conclude that the 
evidence indicates that there is considerable therapeutic 
advantage in using the combined treatment. 

R. H. Cawley 


194. Three Amino-oxidase Inhibitor Drugs in the Treat- 
ment of Depression: Relative Value and Toxic Effects 

A. H. Crisp, P. Hays, and A. Carter. Lancet [Lancet] 
1, 17-18, Jan. 7, 1961. 2 refs. 


The authors, working in an out-patient clinic at St. 
George’s Hospital, London, found that imipramine 
(“ tofranil’’) produced good results in depression, but 
there were sometimes serious complications, such as 
hypomania, a serious suicidal attempt, hallucinations, 
and male impotence. ‘They now report a trial of three 
amine oxidase inhibitors in depressive states. In view 
of the reported liver damage after treatment with these 
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drugs, careful control of liver function was undertaken. 
The three preparations chosen were iproniazid (“‘ mar- 
silid”’), nialamide (“‘niamid”), and pheniprazine 
(“catron”’). Initially a pilot trial was carried out on 
in-patients, and later out-patients formerly treated with 
imipramine were introduced to the investigation. One 
observer assessed symptoms and on this basis indicated 
whether the dosage should be increased or reduced, 
while another decided which of the 3 drugs should be 
given. The dose could be increased, where necessary, 
beyond that recommended, so long as there was no sign 
of liver damage. The trial was blind, in that neither 
observer was aware of the other’s decisions, and the 
side-effects of the 3 drugs are not sufficiently specific to 
permit identification of the drug responsible. 

It was found that the amine oxidase inhibitors are as 
effective as imipramine in depression and better than 
this drug in long-standing cases and in old people. 
There was no significant clinical difference in effect 
between the 3 drugs used in the dosages given, but liver 


_function tests showed a more marked disturbance of 


function with iproniazid and nialamide. 
Gavin Thurston 


195. Comparison of Antidepressant Drugs in Depressive 
Illnesses 

P. J. Datiy and P. Ronpe. Lancet [Lancet] 1, 18-20, 
1 ref. 

In an earlier study of depressive syndromes at St. 
Thomas’s Hospital, London, it was found that iproni- 
azid seemed to cure the illness in most cases, but carried 
the risk of hepatitis. Accordingly it was decided to try 
less toxic alternatives, the drugs chosen being phenelzine, 
isocarboxazide, imipramine, nialamide, and pheniprazine, 
but a number of severe cases continued to receive iproni- 
azid. In all, 111 out-patients (69 with atypical and 42 
with endogenous depression) took part in the trial. Each 
patient received a different drug for a month at a time and 
so acted as his own control. If at the end of this 
period improvement had occurred the patient was given 
a placebo for a further month. If he remained well 
during this time his recovery was assumed and no credit 
was given to the last active drug given. 

About 80% of patients who improved with iproniazid 
also responded to isocarboxazide, phenelzine, and pheni- 
prazine, but only 50% to nialamide. Patients who re- 
sponded fully to iproniazid showed much less response 
to the other drugs. Imipramine was far more effective 
than the other preparations in endogenous, though not 
in reactive, depression. Side-effects were most common 
with iproniazid and least so with nialamide, among them 
being postural hypotension, dizziness, and muscular 
twitching. Transaminase estimations were made to 
detect liver damage, but although transitory rises in . 
level occurred, it was not necessary to stop drug treatment 
on this account. 

The authors stress the risk of liver damage when 
giving iproniazid, but consider it justifiable to use this 
drug in selected cases. They suggest that monoamine 
oxidase inhibition is not the only effect of the drugs used 
in this trial and that other biochemical changes may be 
concerned. Gavin Thurston 
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Dermatology 


196. Ammoniated Mercury Poisoning 
E. Younc. British Journal of Dermatology (Brit. J. 
Derm.) 72, 449-455, Dec., 1960. 36 refs. 


In spite of the frequent use of ammoniated mercury in 
ointments reports of mercurial poisoning from this source 
have been rare. In this paper from the State University, 
Utrecht, the author reports that of 70 patients with 
psoriasis treated with a 10°%% ammoniated mercury oint- 
ment, 33 were considered to show signs of mercury poison- 
ing, 11 having albuminuria (prolonged in 2 cases and 
temporary in 9), 4 erythroderma, 2 contact dermatitis, 
13 abdominal symptoms, 8 headache, 4 nausea, 2 dizzi- 
ness, one hyperhidrosis, 2 precordial pain, one conjunc- 
tivitis and keratitis, one complained of a metallic taste 
in the mouth, 5 developed gingivitis and bleeding gums, 
and one purpura and nose-bleeds. Only one showed 
haematological changes, in the form of anaemia, leuco- 
penia, and eosinophilia, but abnormal! findings in liver 
function tests were observed in 7. One patient developed 
tremors and one neuritis, but none displayed mental 
disturbance—although, as the author remarks, the ex- 
pression “‘ as mad as a hatter” derived from the use of 
mercuric nitrate in the felt-hat industry. 

The performance of some 400 estimations of urinary 
mercury content in patients receiving about 100 g. a day 
of an ointment containing 10°, ammoniated mercury 
revealed that mercury levels of 500 to 1,000 yg. per 
litre were frequent and daily excretion values of several 
milligrammes were not exceptional. Paired comparative 
studies, in which ammoniated mercury in zinc paste was 
applied on one side and liquor picis carbonis in zinc paste 
on the other, showed that ammoniated mercury is not 
indispensable for the treatment of psoriasis and that 
organic mercurials are of no value. It is recommended 
that the use of ammoniated mercury in the treatment of 
psoriasis should be abandoned. R. R. Willcox 


197. Senile Purpura 
S. SHusTeR and H. SCARBOROUGH. Quarterly Journal of 
Medicine [Quart. J. Med.] 30, 33-40, Jan., 1961. 9 refs. 


This interesting paper from the Cardiff Royal Infirmary 
reports that lesions resembling those of senile purpura 
can readily be induced in suitable subjects by the injection 
of small amounts of their own blood into the skin. How- 
ever, as in senile purpura itself, only certain areas of skin 
are susceptible—namely, the outer aspect of the forearms, 
the backs of the hands, and the sides of the neck and 
face. In both induced and spontaneous senile purpura 
the lesion is never raised, there is no bleb formation, the 
haemorrhagic areas are irregularly shaped and variable 
in size, and the colour ranges from red to purple, but 
resorption is not accompanied by the colour changes 
associated with bruising. Senile purpura also persists 
much longer than other forms of purpura. The senile 
variety is produced naturally by a shearing strain to the 
skin, which tears the vessels passing to the skin because 


of the excessive mobility of the latter on the atrophied 
subcutaneous tissues in the elderly. The delay in resorp- 
tion of whole blood both from spontaneous and from 
experimentally induced. purpura is attributed to the 
absence of the normal phagocytic response to extra- 
vasated blood. Resorption of the lesions is rapid if an 
inflammatory response is induced by tuberculin in a patch 
of senile purpura. The mechanism of corticosteroid- 
induced purpura is remarkably similar, the factors being 
degeneration of dermal collagen and impaired phagocytic 
response to the blood. E. W. Prosser Thomas 


198. Treatment of Acne with Prothipendyl 
J. G. MACLEAN. Canadian Medical Association Journal 
[Canad. med. Ass. J. 84, 427-430, Feb. 25, 1961. 


After admitting that the treatment of acne vulgaris is, 
on the whole, unsatisfactory and that the passage of 
time is an important factor in the improvement of this 
disease the author describes a therapeutic trial of pro- 
thipendyl hydrochloride (4-dimethyl-amino-propy]- 
pyrido(3 :2-8)(1:4)-benzothiazine hydrochloride mono- 
hydrate; “* timovan’’), a tranquillizer said to have an 
action on the central nervous system similar to that of 
chlorpromazine. At first, treatment was confined to 21 
patients with acne vulgaris, but later 4 patients with acne 
rosacea were also treated, the usual dosage being 25 mg. 
3 times daily by mouth. [The trial was in no way con- 
trolled, and some of the patients received various forms 
of local therapy at the same time.] In 17 of the 21 cases 
of acne vulgaris marked improvement occurred within 
30 days, and in the 4 cases of acne rosacea there was a 
reduction in erythema after a similar interval. Apart 
from transient drowsiness in 2 cases during the first 2 
days of the trial, which disappeared with continuation of 
treatment, no side-effects were noted. The author 
admits that the series is too small to permit of any 
definite conclusions. P. T. Main 


199. Chronic Ringworm of the Nails: Long-term Treat- 
ment with Griseofulvin 

C. J. STEVENSON and N. DyAvaAHiszwitt. Lancet [Lancet| 
1, 373-374, Feb. 18, 1961. 8 refs. 


A follow-up study of a previous series of patients 
treated with griseofulvin for infection of the nails due to 
Trichophyton rubrum (Lancet, 1960, 1, 1141; Abstr. Wid 
Med., 1960, 28, 485) showed that of 41 patients with 
finger-nail infections, 34 had normal nails after one year 
and a further 4 were clear of fungus although some 
dystrophy persisted. There were no relapses in this 
series. The results of similar treatment of toe-nail 
infections were less promising. 

At St. John’s Hospital for Diseases of the Skin, Lon- 
don, griseofulvin was given by mouth in a dosage of 1-5 
g. daily for one year to 50 patients with chronic infection 
of the toe-nails due to 7. rubrum. At the end of the 1” 
months only 16 were free from fungus, although 5 other 
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became free with a further course of three months’ 
duration. Of a total of 14 patients whose treatrnent was 
continued for 15 months, 5 still had infection of the toe- 
nails, 3 had infection of the toe-nails and skin, and one 
had infection of the skin only. Of the 21 who became 
‘ree from infection, there was a recurrence in the nails in 
5 and in the skin in 8 within 3 months of cessation of 
treatment. Serum levels of griseofulvin were maintained 
throughout treatment and there was no laboratory evi- 
dence of diminished sensitivity to the drug. The diffi- 
culty of treating infection of the feet is discussed, in- 
cluding the part played by excessive sweating, re-infection 
from footwear and bath-mats, and the resistance of infec- 
tion in the outer toe clefts. John T. Ingram 


200. Griseofulvin in the Mass Treatment of Tinea 
Capitis 

L. ZipRKOWSKI, A. KRAKOWSKI, M. SCHEWACH-MILLET, 
and S. Bresu. Bulletin of the World Health Organiza- 
tion (Bull. Wid Hith Org.] 23, 803-810, 1960. 10 refs. 


It has been estimated that 30 to 40% of children in 
North Africa and the Eastern Mediterranean basin 
suffer from tinea capitis. This condition affects mainly 
the age group 0 to 14 years and shows a tendency to 
spontaneous cure after puberty. In Israel tinea capitis 
is due to infection with Trichophyton violaceum, but 
occasionally infections (usually imported) with Micro- 
sporum audouini and with T. schénleini, which is endemic, 
are encountered. 

After a preliminary trial under hospital conditions of 
griseofulvin in 25 children with tinea capitis eradication 
of the disease by mass treatment with this agent was 
attempted in the Arab village of Baka-el-Gharbieh, 
Israel, a highly endemic area. A total of 441 cases of 
infection due to 7. violaceum and 5 due to T. schénleini 
were treated over a period of 2 months with griseofulvin 
in a dosage of 25 to 30 mg. per kg. daily. At the end 
of 8 weeks 438 (99%) of the cases of infection with T. 
violaceum and 3 of the 5 cases of infection with T. 
schénleini were cured; at the end of 10 weeks all the 
cases were cured. Nausea and headache occurred in 3 
patients (pregnant women) and furunculosis developed in 
3 children. Agranulocytosis was not observed in any of 
the cases. R. R. Willcox 


201. The Removal of Pock-marks with the Surface 
Galvanocautery. py6u0B noBepx- 
HOCTHOH ranbBaHOKayCTHKON) 

S. N. Porapova. Becmunux J[epmamoaoeuu u Bexepo- 
fAozuu [Vestn. Derm. Vener.] 34, 39-47, Nov., 1960. 
4 figs., 5 refs. 


The author describes in great detail her method of 
removing pock-marks from the skin by means of the 
galvanocautery. It involves cauterizing the skin around 
the pock-marks to make it level with the pits. Potassium 
permanganate solution is then applied to promote the 
formation of a crust, which allows the formation of new 
skin and prevents infection. The local anaesthetic agent 
is applied by means of electrophoresis, which is effective 
and avoids multiple skin punctures. About 600 patients 
have been treated by this method. 


This method has also been used in the treatment of 
traumatic and acne scars and also to remove unsightly 
wrinkles in women of 45 to 55 years of age. The cos- 
metic results obtained are good. N. Hopewell 


202. Pemphigoid: Treatment with Corticosteroids 
R. CuHurcu. British Journal of Dermatology [Brit. J. 
Derm.] 72, 434-438, Dec., 1960. 6 refs. 


Of 11 patients, mean age 75 years, with pemphigoid 
treated at the Royal Infirmary, Sheffield, during 1948-52 
(that is in the pre-steroid era), 7 died with active pem- 
phigoid—from pneumonia in 3 cases, pyaemia and cere- 
bral thrombosis in one case each, and from undetermined 
causes in 2. Between 1952 and 1956 cortisone and 
ACTH were used. The dose necessary to control the 
disease ranged from 20 to 50 mg. of ACTH gel or 100 
to 400 mg. of cortisone daily, with maintenance doses 
of 40 mg. of ACTH or 50 mg. of cortisone per day. 
Of 17 patients (mean age 75) so treated, only 4 died 
with active pemphigoid—from pulmonary embolus 2, 
mesenteric thrombosis 1, and pneumonia 1. 

Since 1955 prednisolone has been used, the controlling 
dose being in the region of 60 mg. daily, given in many 
cases with ACTH gel, 30 mg., in addition; when control 
had been achieved the maintenance dose of prednisolone 
was 30 mg. daily. The disease was brought under con- 
trol in all of 21 patients (mean age 73), but 4 died a few 
weeks or months after the beginning of treatment, one 
from heart failure following coronary thrombosis, one 
from cerebral thrombosis, one from bronchopneumonia, | 
while in one case the cause was not established. Later, 
one patient died from gangrene of the foot, one from 
carcinoma of the stomach, and one was untraced and 
presumed dead. The remaining 14 continued well. 

Only 4 patients stopped treatment and all remained in 
remission. Steroid therapy seemed to prolong life rather 
than shorten it. The author concludes that ambulant 
treatment, with the patient remaining at home, is the 
most satisfactory way of preventing complication in 
these elderly patients. R. R. Willcox 


203. Electron Observations on Pemphigoid 
A. CHARLES. British Journal of Dermatology (Brit. J. 
Derm.] 72, 439-447, Dec., 1960. 5 figs., 19 refs. 


In this paper from the University of Leeds the author 
discusses the findings of the electron-microscopical 
examination of a small blister removed from the proximal 
part of the dorsum of the left foot of a man aged 79 years 
suffering from pemphigoid. However, no unusual for- 
mation was obtained and no specific intracellular changes 
were seen. The dermo-epidermal junction was damaged 
by oedema which eventually caused cleavage. Some 
alteration of the ground substance was suggested by the 
fine structure of the dermal fibrous tissue. It was con- 
sidered that the collagen remained in a fine fibrillar 
form and elastin was not seen. There was intracellular 
oedema of the epidermis and the epidermal ceils showed 
an increase of cytoplasmic detail. There was also pre- - 
cocious formation of the cornifying granules (dyskera- 
tosis), but no precise biochemical explanation for this is 
available. : R. R. Willcox 
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204. Absent Umbilical Artery: a Review of 113 Cases 
G. L. Bourne and K. BenirscHKe. Archives of Disease 
in Childhood (Arch. Dis. Childh.] 35, 534-543, Dec., 1960. 
2 figs., 18 refs. 


A total of 113 cases of absence of one umbilical artery 
are presented and analysed, together with a review of the 
literature. 

The abnormality is slightly increased amongst the 
younger primigravidae and the older multigravidae, but 
does not increase in incidence as parity rises. A total 
of 59 multiparous women had had 155 previous preg- 
nancies from which only 107 (69°) infants survived. A 
total foetal loss of 48 (31°) is considered excessive and 
indicates that these women, as far as reproduction is 
concerned, belong to a high risk group. Hydramnios 
occurred 19 times; all (100°%) the infants suffered from 
major congenital abnormalities and only 2 survive as a 
result of surgical treatment for oesophageal atresia. 
There is, at present, no evidence to show that the con- 
dition is hereditary. The incidence of absent umbilical 
artery is 1% of all births and 7% of twin pregnancies. 

The foetal loss in a consecutive series was 20% but 
in the total of 113 instances the foetal loss was 65 (58°). 
Fourteen of the 48 infants who survive are known to 
suffer from congenital abnormalities. Major congenital 
abnormalities were present in 58 (51%) of the infants; 
only 40 (35°%) were developmentally normal and a further 
15 (14%) were thought to suffer from a congenital 
anomaly. The abnormalities were mostly multiple and 
not confined to any particular system. Obstructive 
lesions or atresia of the gastro-intestinal and urinary 
tracts were relatively common. Fifty-six (59°%%) of the 
95 viable infants of known weight were premature by 
weight at birth, but the average weight of all the infants 
at birth was less than normal. The placenta was con- 
sidered to be abnormal in 32 (29°) of the pregnancies. 

It is suggested that routine examination of the cut end 
of the umbilical cord at delivery might result in early 
diagnosis of some of the associated congenital abnor- 
malities.—[Authors’ summary.] 


205. The Early Diagnosis of Foetal Asphyxia. (Panuaa 
WMarHocTHKa acuKcHH noma) 

A. M. ARNOLDovA. Bonpoce: Oxpane: Mamepurcmea 
[Vop. Ohrany Materin. Dets.] 6, 48-51, 


Jan., 1961. 18 refs. 


Success in dealing with intra-uterine asphyxia of the 
foetus depends on early diagnosis and prompt treat- 
ment, but the early signs of this condition are not clearly 
defined in the current literature. The present author 
has therefore investigated 114 pregnant women, of whom 
66 were healthy, 21 had late toxaemia of pregnancy, 14 


cardiovascular disease, 9 hypochromic anaemia, and 
other pathological conditions. +4 
In the healthy women the maximum arterial blood 
pressure was 120 and the minimum 60 mm. Hg, the ery- 
throcyte count 3 to 4 million per c.mm., and the haemo- 
globin value 50 to 70%. Normal oxygen saturation of 
arterial blood varies from 88 to 96°%. Hench’s test 
(breath-holding in expiration) leads to an increase in the 
maximum arterial blood pressure of 8 to 10 mm. Hg, 
an increase in the maternal pulse rate and slowing of the 
foetal heart rate by 4 to 6 beats per minute. During 
the test the oxygen saturation of the maternal arterial 
blood fell in primiparae by 10 to 15% and in multi- 
parae by 15 to 16%, returning to normal in 5 to 10 
seconds in the former and in 16 to 20 seconds in the 
latter. Breath-holding lasted an average of 30 seconds 
in the primiparae, but only 20 seconds in the multiparae. 
In 18 women with nephropathy the blood pressure 
was between 160 and 180 mm. Hg; oxygen saturation 
was below 70% in 10 patients and between 70 and 80% 
in 5. Hench’s test led to a slowing by 8 to 10 beats per 
minute in the foetal heart rate, and the above 15 patients 
could hold their breath for only 15 to 20 seconds. The 
9 women with hypochromic anaemia gave even more 
positive evidence of low oxygen saturation, and during 
Hench’s test the foetal heart became arrhythmic in 5 
cases. Similar results were obtained in the patients with 
cardiovascular disorders. Oxygen therapy, especially 
when administered subcutaneously, improved the oxygen 
saturation and restored the foetal heart rate to normal; 
it is considered to be a life-saving measure for both mother 
and child. In 5 cases in which the foetal heart sounds 
were inaudible or nearly so and in 2 very serious cases 
of foetal asphyxia due to maternal nephropathy oxygen 
therapy permitted the delivery of living children. The 
author concludes that Hench’s test is a very valuable 
clinical indication of the power of adaptation of the 
mother to oxygen insufficiency. L. Firman-Edwards 


206. Routes of Infection in the Newborn. (K sompocy 
NyTAX NPOHHKHOBEHHA Y HOBOPOKMEHHEIX) 
L. G. Kvasnaya. Bonpoce: Oxpaxe Mamepuncmea 
u J[emcmea [Vop. Ohrany Materin. Dets.] 6, 59-64, 
Jan., 1961. 


The infection of mothers and their newborn children 
with Staphylococcus aureus, Staph. albus, and Escherichia 
coli is very prevalent. The author states that if a child 
of an apparently healthy mother fails to gain weight, 
exhibits fungus infection or conjunctivitis, or there is 
delay in separation of the umbilical cord these may be 
** micro-symptoms ” of what may develop into frark 
sepsis. The bacterial strains found in the mother’s 
vagina are often identical with those isolated from the 
umbilical stump or skin of the newborn infant; at a 
slightly later period, that is, from about the 4th day of 
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life, the bacterial flora of the child is identical with that 
of the mother’s nipples or pharynx. Many of the 
organisms are resistant to all antibiotics. Transfer of 
infection from these two sources—vaginal and mammary 
—is probably the most common cause of infantile sepsis 
(provided carriers amongst the medical and nursing 
personnel can be excluded) and every care should be 
taken to combat it. There is usually a latent period 
between initial infection and frank sepsis, signalized only 
by the indeterminate symptoms described above. The 
author urges that every care must be taken, in assessing 
fitness for discharge from a maternity home, to ensure 
that the mother’s breast and pharynx are free from patho- 
genic organisms and that the home conditions are satis- 
factory. Post-natal supervision is also necessary in the 
home and at polyclinics. L. Firman-Edwards 


207. Congenital Pyloric Stenosis in the African Infant 
T. T. Swan... British Medical Journal (Brit. med. J.] 1, 
545-547, Feb. 25, 1961. 18 refs. 


A total of 11 cases of congenital pyloric stenosis occur- 
ring in African infants have previously been described. 
A further 10 cases diagnosed in Nigerian infants over the 
past 3 years are reported. The literature dealing with 
the occurrence of the condition in African infants and 
in American negro infants is reviewed. 

The condition, as so far reported in African infants, 
does not appear to differ in its clinical aspects from the 
disease as it occurs in other races. Congenital pyloric 
stenosis appears to be relatively rare both in the African 
and in the American negro infant, and this may be due 
to a common genetic factor.—[Author’s summary.] 


208. Pylorospasm and Pyelonephritis. (Pylorusspas- 
mus und Harnwegsinfektion) 

B. FrioLet. Monatsschrift fiir Kinderheilkunde [Mschr. 
Kinderheilk.| 109, 7-10, Jan., 1961. 10 refs. 


While pyelonephritis may be overlooked by the cus- 
tomary methods of urinary diagnosis, it is frequently 
brought to light by quantitative methods in diseases not 
usually associated with renal-tract infection. The diag- 
nosis is established if, in a catheter specimen of fresh, 
uncentrifuged urine, there are more than 20 leucocytes 
per c.mm., and/or a count by the method of Sanford et al. 
(Amer. J. Med., 1956, 20, 88; Abstr. Wild Med., 1956, 
20, 96) of over 1,000 viable organisms per ml. Thus the 
present author found that of 62 infants with pyloro- 
spasm, 17 (27°%%) had concurrent pyelonephritis. These 
infants were admitted between 1956 and 1959 to the 
University Paediatric Clinic, Marburg, and treated con- 
servatively. Most of the patients received “* eumydrin ” 
(atropine methonitrate) by mouth, while in a few cases 
atropine sulphate was administered parenterally. The 
mean total dose of atropine ranged from 150 to 320 mg. 
over a period of 46 days. In none of the 17 cases was 
pyelonephritis secondary to some complication of the 
pylorospasm, or to previous catheterization. Of the 17 
cases, 15 were treated with sulphonamides or antibiotics 
and in 11 the urine was clear on discharge from hospital. 
At follow-up of the remaining 4 who were still passing 
pathological urine at the time of discharge one could not 


be traced, but in the remaining 3 the urine had cleared 
spontaneously. 
The clinical importance of a concurrent urinary- 
tract infection in infants suffering from pylorospasm lies 
in the fact that although spontaneous cure may occur, 
in some two-thirds of cases pyelonephritis is present, and 
its treatment is essential to avoid the scarring of the renal 
parenchyma becoming a Jocus minor resistentiae for future 
infections. In a search for the cause of pyelonephritis 
in these 17 infants the author found that the degree of 
constipation in this group was significantly greater than 
in those with pylorospasm but without urinary-tract 
infection. Moreover, it was also shown that the con- 
stipation was more severe in those receiving a more than 
average total amount of atropine. Since vomiting is one 
cause of constipation in pylorospasm, the author sought 
definite evidence of a relationship between the amount 
of vomiting and the degree of constipation, but without 
success. He is convinced, however, that atropine in high 
dosage increases constipation in pylorospasm, because 
paralysis of the vagus not only lessens intestinal tone 
and motility, thus slowing the passage of the intestinal 
contents, but also decreases intestinal secretion. He 
concludes (1) that constipation is the primary aetiological 
factor in the production of pyelonephritis associated 
with pylorospasm and (2) because atropine manifestly 
favours severe constipation, that conservative measures 
must be regarded as inferior to surgery in the management 
of pylorospasm. : E. S. Wyder 


209. Glucose-6-phosphate Dehydrogenase Deficiency: 
a New Aetiological Factor of Severe Neonatal Jaundice 
S. A. Doxtapis, P. Fessas, and T. VALAgEs. Lancet 
[Lancet] 1, 297-301, Feb. 11, 1961. 1 fig., 22 refs. 


Between January, 1957, and June, 1960, at the Alexan- 
dra Maternity Hospital, Athens, 220 babies received 
exchange transfusions and a further 30 were admitted 
with established kernicterus; in 105 of the former (46 
premature) and 25 of the latter (2 premature) neither Rh 
nor ABO blood-group incompatibility was present. Of 
the 82 full-term infants with no incompatibility, 40 were 
first-born, and in the 42 families with a previously live- 
born infant 11 of the siblings had been affected with 
severe neonatal jaundice. It therefore seemed possible 
that some hereditary haemolytic factor was the cause of 
the jaundice, and in view of the frequency of favism in 
Greece, the authors suspected that a deficiency of glucose- 
6-phosphate dehydrogenase might be responsible. The 
activity of this enzyme in the erythrocytes was therefore 
determined by the method of Motulsky and Campbell 
in: (1) cord blood from 100 newborn infants collected 
at random; (2) the blood of all infants born in or ad- 
mitted to the hospital with neonatal jaundice of sufficient 
severity to warrant serum bilirubin estimation and-also 
that of their parents; (3) the blood of surviving members 
of families with a history of severe unexplained neonatal 
jaundice. 

Normal enzyme activity was found in all infants in 
Group 1, but results in the other two groups revealed 
an appreciable number of infants and families with a 
genetically transmitted defect of the enzyme. It seems 
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clear that in Greece, and probably also in some other 
countries, glucose-6-phosphate dehydrogenase deficiency 
accounts for some cases of severe neonatal jaundice and 
kernicterus. It is noted that this variety of jaundice 
is not always severe on the first day of life; its appear- 
ance is an indication for exchange blood transfusion. 

F. P. Hudson 


210. The Mechanism of Rhesus Iso-immunization 

G. Knox, S. Murray, and W. Wacker. Journal of 
Obstetrics and Gynaecology of the British Commonwealth 
[J. Obstet. Gynaec. Brit. Cwlth| 68, 11-18, Feb., 1961. 
1 fig., 6 refs. 


Previous studies have indicated the existence of an 
adventitious determinant of Rhesus haemolytic disease 
operating at the sensitizing pregnancy with a frequency 
of 1/17. A series of sensitizing pregnancies have been 
compared with controls and differences between the 
groups demonstrated. The main ones are increased 
incidences of toxaemia of pregnancy, placental abnor- 
malities and surgical procedures thought likely to 
disturb the chorio-decidual junction. 

Regarding these associations as causal, it is possible 
thus to account for about half of all cases of Rhesus 
sensitization, and it seems probable that more detailed 
studies of abnormalities at the sensitizing pregnancies 
will account for still more.—[{Authors’ summary.] 


CLINICAL PAEDIATRICS 


211. A Longitudinal Study of the Growth and Develop- 
ment of Prematurely and Maturely Born Children. Part 
VI. Physical Development in Age Period 2 to 4 Years 
C.M. Drituren. Archives of Disease in Childhood [Arch. 
Dis. Childh.] 36, 1-10, Feb., 1961. 12 refs. 


In continuation of her previous study of the physical 
development of full-term and premature children born 
in Edinburgh in 1953-5 (Arch. Dis. Childh., 1958, 33, 
423; Abstr. Wild Med., 1959, 25, 204) the author now 
reports the follow-up results in 528 of these children at 
their 3rd and 4th birthdays. Two-thirds of them had 
weighed 54 lb. (2-5 kg.) or less at birth, the remaining 
one-third being full-term babies. 

At 4 years the mean weights were closely related to 
the birth weight. In the premature group the greatest 
weight increments were recorded for those who were 
smallest at birth, and the lowest for those who were 
between 44 and 54 Ib. (2 and 2-5 kg.) at birth. At the 
age of 4 years the prematurely born were still from 1 
to 14 in. (2:5 and 3-75 cm.) shorter than the mature 
controls. At 4 years the prematurely born children 
tended to weigh less and also to be shorter than the 
controls. 

Lower increments of weight and height were more 
common in families with a poor standard of maternal 
care. Those who were born at or near term with birth 
weights of 44 to 54 lb. were shorter and lighter at 4 
years than children of corresponding birth weight 
born prematurely. Rates of growth were also related 
to the stature of the parents. R. S. Illingworth 


212. Advances in Applications of Radioisotopes in Pedia- 
trics. [Review Article] 

W. A. REILLY. American Journal of Roentgenology, 
Radium Therapy, and Nuclear Medicine (Amer. J. Roent- 
genol.] 85, 748-756, April, 1961. 3 figs., 42 refs. 


213. Tumours in Children: a Survey Carried out in the 
Manchester 

A. C. P. CampBect, W. GalisrorD, E. PATERSON, and 
J. K. StewarD. British Medical Journal (Brit. med. J.| 
1, 448-452, Feb. 18, 1961. 10 refs. 


The recent reduction in mortality from infectious 
diseases in childhood has brought the problem of tumours 
into greater prominence. In the year 1958 tumours 
were the second commonest cause of death between the 
ages of one and 15 years in England and Wales. In 
order to correlate information from a number of sources 
the Manchester Children’s Tumour Register was started 
in 1953. Children were included in the Register only 
if they (1) were first seen by a consultant because of their 
tumour after Sept. 1, 1953, (2) lived in the Manchester 
Hospital Region, containing about 1,000,000 children, 
and (3) were under 15 years of age. Both benign and 
malignant tumours were included, but not frank hamar- 
tomata. The condition of the 361 patients included up 
to Sept. 1, 1957, was assessed in 1960, after at least 2 
years’ observation. Of these, 246 were dead, 98 alive 
and possibly cured, and 17 alive but probably not cured. 
The treatment policy was known in 359 cases; of these 
children, 191 had received radical treatment and 113 
palliative, while 55 had not been treated. Although the 
value of palliative treatment is difficult to assess, the 
authors conclude that its use in acute leukaemia “ had 
clearly added months or years of happy, healthy life 
to that which might have been expected before the advent 
of the antimetabolites and adrenal corticoids ”’. 

Of the 246 fatal cases and the 17 probably not cured, 
the tumour was of the reticulo-endothelial system in 129, 
of the central nervous system in 32, of the posterior 
abdominal wall in 39, and of other sites in 63. Thus the 
chief causes of high mortality appear to be the frequency 
of reticulo-endothelial tumours and the site of many of 
the other tumours, which makes either diagnosis late or 
removal impossible. Again, there is the fact that 
tumours in children frequently do not present clearly 
until the disease is incurable. The authors conclude 
that better results will be obtained only when surgery 
and irradiation can be reinforced by new methods of 
treatment. The survey did not indicate that the fre- 
quency of tumours was higher in any one district than 
another, while the social-class distribution of children 
with tumours was no different from that of the general 
population of the region. The distribution of blood 
groups showed a significant excess of Group A over 
Group O among children with gliomata compared with 
a large group of adult controls, and a similar, though 
less significant, excess among those with epithelial 
tumours. Among those with gliomata there was also a 
relative preponderance of Rh-positive children, which 
was possibly significant. Among cases of retinoblastoma 
and tumours of the sympathetic nervous system the O:A 
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ratio was slightly abnormal, while children with other 
tumours had the normal ABO and Rh distribution. 
J. M. Browne Kutschbach 


214. Aetiology of Childhood Malignancies. Congeni- 
tally Determined Leukaemias 

A. Stewart. British Medical Journal (Brit. med. J.] 1, 
452-460, Feb. 18, 1961. 4 figs., 32 refs. 


The author puts forward a working hypothesis of the 
aetiology of malignant disease in childhood, based on 
the Rous theory of cocarcinogenesis, as follows. (1) 
Malignant diseases are initiated by x rays and other 
mutagens before conception (prezygotic), during preg- 
nancy (prenatal), or after birth (postnatal). (2) Owing 
to the cell stress of embryogenesis most childhood 
cancers are prezygotic. (3) At all ages the leucocyte 
stress provoked by infections is a promoter of leukaemia. 
(4) Prezygotic cancers and leukaemias are biased in 
favour of primitive cell types and may have a familial 
incidence, whereas postzygotic cancers and leukaemias 
are biased in favour of mature cell types and have no 
familial incidence. (5) Individuals who develop pre- 
zygotic leukaemias have no normal leucocytes and thus 
have a low resistance to infections. (6) In childhood 
the maximum incidence of prezygotic leukaemias is 
earlier than the maximum incidence of prenatal leu- 
kaemias. (7) The recent increase in mortality from leu- 
kaemia in children is a consequence of the falling death 
rate from pneumonia and related diseases and is due to 
prezygotic leukaemias. The age distribution of deaths 
from leukaemia in childhood now resembles that of 
deaths from retinoblastoma and nephroblastoma. The 
length of the maturation phase of leukaemia is not known 
for certain, but Polhemus and Koch (Pediatrics, 1959, 
23, 453; Abstr. Wild Med., 1959, 26, 228) reported 11 
cases of leukaemia which followed deep x-ray therapy 
before the age of 6 months, the onset of symptoms being 
about 7 years later. This was roughly the same interval 
as that for the onset of leukaemia among survivors after 
the atomic explosions in Japan. On the basis of such 
findings it is assumed that the highest incidence of pre- 
zygotic leukaemias might be expected to occur between 
the second and fifth years of life—namely, during the 
years which show the highest leukaemia mortality. 

From a survey of the records of 1,638 children who 
recently died of leukaemia (780) or cancer (858) and of 
1,638 live children the author concludes that the risk from 
prenatal exposure to x rays depends on the date as well 
as the intensity of the dose. Children exposed early in 


-Pregnancy are more likely to develop cancer than leu- 


kaemia and the risk in respect of both diseases is much 
less after exposure shortly before birth. “‘ The final 
conclusion is that the role of leucocytes in pyogenic 
infections, and the profound changes which have fol- 
lowed the discovery of antibiotics, have led to the dis- 
covery of a variety of leukaemia in which the first decisive 
event predates conception and produces a preleukaemic 
gene. The prezygotic leukaemias derived from these 
genes are responsible for the early peak of leukaemia 
mortality (2 to 4 years) and have their counterpart in 
other cancers. It is also suggested that in any population 
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the numbers of preleukaemic genes and the numbers of 
prezygotic leukaemias are to a large extent controlled by 
the prevalence and mortality of pyogenic infections.” 

J. M. Browne Kutschbach 


215. Ornithosis—Psittacosis as a Disease of Children. 
A Study of 18 Cases. (L’ornithose—psittacose en 
pathologie infantile. Etude de 18 observations) 

A. Breton, B. Gaupier, and C. Ponté. Archives 
frangaises de pédiatrie [Arch. franc. Pédiat.] 17, 879-885, 
July—Aug. [received Nov.], 1960. 


Ornithosis and psittacosis are usually considered to be 
rare in children, but the authors report from Lille 18 
such cases seen in recent years in northern France in 
children aged from 16 months to 14 years (8 aged 5 to 10 
and 7 from 10 to 14), the sex distribution being 10 girls 
and 8 boys. The seasonal incidence is stated to be mainly 
in winter and spring [but a table shows that of 16 cases, 4 
occurred in June and 2 in July]. Pigeons were the chief 
vectors for the spread of the infection, but there was 
some evidence of spread by cross-infection in hospital. 


_ The symptoms are primarily referable to the respiratory 


tract, with cough and radiological signs of pulmonary 


infiltration and hilar adenitis; less frequently there may _ 


be non-respiratory signs and symptoms referable to the 
central nervous system or gastro-intestinal tract or 
transient albuminuria and cutaneous eruptions. In 
other clinical forms of presentation infective signs may 
predominate and there may be a latent and possibly a 
chronic form of the disease. Complement fixation tests 
are the most satisfactory method of serological diagnosis, 
the significant titre being 1:20. Titres of 1:10 were 
obtained in 3 patients with typical clinical features of 
the disease. Antibody may be detected as early as the 
5th day and the complement fixation reaction usually 
returns to normal in 2 to 4 months. Winston Turner 


216. Parenteral Fluid Regimens in the Treatment of 
Severe Diarrhea in Infants 

H. L. Smrru and J: N. Erretporr. Journal of Pediatrics 
[J. Pediat.] 58, 1-16, Jan., 1961. 44 refs. 


The efficacy of three methods of parenteral fluid therapy ~ 
in the repair of abnormalities of fluid and electrolyte 
balance accompanying severe diarrhea has been evalu- 
ated in 53 infants, all less than 15 months of age. 
Methods studied include a modification of Hartmann’s 
regimen and those of Butler-Talbot and of Darrow. 
Serial observations before and during treatment with 
regard to clinical effects, blood pH, and plasma levels of 
base bicarbonate, sodium, and potassium are compared. 

The modified Hartmann method was found to be the 
most effective of the methods in promptness of relief of 
severe acidemia and acidosis, but frequently produced 
alkalemia and alkalosis during the second day of treat- 
ment. Deficits of potassium were not adequately 
repleted and were aggravated in a high percentage of the 
patients, and levels of plasma sodium frequently rose 
above the normal range in patients whose pretreatment 
values were normal or subnormal. In infants treated 
by the Butler-Talbot plan, acidemia, acidosis, and 
hyponatremia persisted over prolonged periods of time. 
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Low levels of plasma potassium rapidly rose to normal, 
and subnormal pretreatment levels of potassium were 
often elevated above the normal range. The moderately 
elevated levels of potassium were unaccompanied by 
clinical evidence of hyperkalemia. Levels of blood pH 
and plasma base bicarbonate in infants treated by the 
Darrow regimen were slower in returning to the normal 
range than were those of the patients treated by the 
modified Hartmann method. Acidemia and acidosis 
were not so prolonged, however, as in the group treated 
by the Butler—Talbot regimen. Tendencies to overshoot 
the normal ranges for blood pH, plasma base bicarbonate, 
sodium, and potassium were not evident. Low levels of 
plasma sodium and potassium were effectively repaired 
by the use of this method. 

Hypernatremic infants in all three groups studied 
(regardless of which treatment method was used) re- 
sponded to therapy in a similar manner with respect to 
clinical course and level of plasma electrolytes. All 
these infants were slow in returning to normalcy. 

The advantages and disadvantages of each method of 
treatment are discussed, and recommendations are made 
for their modification in accordance with findings of the 
study.—[Authors’ summary.] 


217. Clinical Experience with Phenoxymethylpenicillin 
in the Treatment of Pneumonia and Tonsillitis in Children. 
(Klinické zkuSenosti s poddvanim tablet V-penicilinu 
spofa u pneumonii a angin v détském véku) 

J. ZeveNKA, M. Jeter, B. JitkovA, and J. PospiSi. 
Ceskoslovenskd pediatrie [Csl. Pediat.) 16, 26-31, Jan., 
1961. 19 refs. 


Outlining the pharmacological properties of phenoxy- 
methylpenicillin (penicillin V), the authors state that it is 
stable in acid form, is five times more resistant to acids 
than benzylpenicillin, and is active even at pH 1. It can 
be administered by mouth and readily penetrates the 
tissues, especially the kidney, the lung, the skin, and the 
pleural and peritoneal cavities. The concentration in 
the serum increases in proportion to the dosage. It 
is of very low toxicity and can therefore be administered 
over long periods. 

The efficacy of the drug in the treatment of respiratory 
infections in children was studied in 45 boys and 60 girls, 
there being 51 cases of lobar pneumonia and 54 of ton- 
sillitis. The organism isolated was a streptococcus in 55 
cases, a staphylococcus in 36, and a pneumococcus in 9; 
no identifiable organism was isolated in the remaining 
5 cases. Infants were given 100,000 units (60 mg.) and 
older children 200,000 units every 6 hours about half 
an hour before food, this dosage being increased, how- 
ever, in more severe infections. The average period of 
administration of the drug was 6 days for cases of ton- 
sillitis and 9 days for cases of pneumonia. In 4 cases of 
tonsillitis which had not responded to treatment after 
4 days chloramphenicol was substituted, with cure 
within a further 4 days; in 2 cases of lobar pneumonia 
which did not respond within 3 days erythromycin was 
administered with very good results. One child devel- 
oped an allergic reaction and another severe diarrhoea; 
in both cases treatment had to be discontinued. 


In tonsillitis general lassitude, listlessness, and vomit- 
ing disappeared and the child started to take an interest 
in its surroundings within 3 days, tonsillar exudate dis. 
appeared within 3 to 4 days, and the temperature became 
normal within 36 hours of starting treatment. In those 
cases in which a leucocytosis was present on admission 
the blood picture had become normal by the sixth day. 
In pneumonia tachypnoea and dyspnoea generally dis- 
appeared within 3 days. In 86% of cases a marked 
improvement in the condition of the lungs was noted 
within 3 days and in 59°% the lungs were clear within 6 
days. The temperature usually fell within 48 hours and 
most of the children were afebrile by the fourth day. 
The effect on leucocytosis was similar to that seen in 
tonsillitis. Apart from the 2 mentioned above, only 
one patient failed to respond satisfactorily to the treat- 
ment. 

As phenoxymethylpenicillin is available in tablets of 
small size it is particularly suitable for administration to 
babies and small children. The side-effects noted in 
this series were very few. In the authors’ opinion the 
intramuscular injection of procaine penicillin and crystal- 
line penicillin can be safely replaced by the administra- 
tion of phenoxymethylpenicillin by mouth in the treat- 
ment of severe respiratory infections in children. 

Paul Frankl 


218. The Natural History of Infantile Spasms 

P. M. Jeavons and B. D. Bower. Archives of Disease 
in Childhood [Arch. Dis. Childh.] 36, 17-22, Feb., 1961. 
3 figs., 14 refs. 


As a preliminary to a study of the effect of corticotro- 
phin in children with infantile spasms and mental retar- 
dation, for which good results have been reported, the 
authors, working at the Children’s Hospitals and Uni- 
versity of Birmingham, undertook this survey of the 
progress of 30 such children who had received no hor- 
mone treatment. All had been treated with the common 
anticonvulsant drugs with little effect and 14 had had a 
course of one of the tetracycline drugs with unconvincing 
results, and the authors consider that for the purposes 
of this study the patients could be regarded as untreated. 

In all cases the spasms had appeared before the age of 
12 months; in 15 (the symptomatic group) some aetio- 
logical factor was found, in a further 2 the condition was 
of doubtful origin, but in the others it was cryptogenic. 
All had undergone clinical and electroencephalographic 
(EEG) examinations at approximately 6-monthly inter- 
vals for 2 to 6 years. By the age of 12 months 3 were 
free of spasms, at 36 months 16 were free, and at 42 
months only one-third of the 26 survivors still had 
spasms; the frequency and severity of the spasms also 
decreased with advancing age. The symptomatic and 
cryptogenic groups showed little difference, except that 
6 of the former showed lateralizing signs, while none of 
the latter did so. The EEG, recorded in 25 of the 
patients under the age of one year, was abnormal in all 
—highly disorganized in 13, less so in 4, and showing 
epileptic characteristics in 8; however, at age 30 to 36 
months the EEG record had become normal in 10, was 
still epileptic in 8, and was now highly disorganized in 
only 3. The tracing also improved with age and there 
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was close correlation between clinical condition and the 
EEG findings. The cryptogenic group showed fewer 
disorganized EEG records throughout the period than 
the symptomatic group, and the abnormal recordings 
returned to normal earlier. 

No general mental improvement was found; at 12 
months 16 of the children were grossly retarded and 13 
moderately so, while at 42 months 11 were still grossly 
retarded, 12 moderately retarded, and one normal. In 
this last child and in another who became normal at 36 
months the initial EEG had shown few abnormalities and 
was normal on second and subsequent recordings, while 
the spasms ceased at 7 and 20 months respectively; one 
of these 2 patients had received tetracycline. At 12 
months and subsequently the symptomatic group con- 
tained a higher proportion of grossly retarded children, 
whereas patients in the cryptogenic group showed a 
slight tendency to improve so that at 42 months none 
were grossly retarded and 2 were normal mentally. 

Janet Q. Ballantine 


219. The Effect of Corticotrophin and Prednisolone on 
Infantile Spasms with Mental Retardation 

B. D. Bower and P. M. Jeavons. Archives of Disease 
in Childhood {Arch. Dis. Childh.] 36, 23-33, Feb., 1961. 
5 figs., 19 refs. 


In this further study [see Abstract 218] the authors 
have investigated the effect of treatment with corticotro- 
phin (ACTH) or prednisolone in 23 children with infan- 
tile spasms and mental retardation, of whom 11 were 
classified as symptomatic and 12 as cryptogenic (as 
previously defined). The electroencephalogram (EEG), 
initially abnormal in all, was recorded twice weekly 
while the patients were in hospital (4 to 8 weeks) and as 
often as convenient during the follow-up period. The 
mental status was assessed in all cases before treatment, 
3 weeks after its completion, and at intervals during 
follow-up. Treatment was with either 20 to 30 units of 
ACTH-gel daily given every 12 hours or prednisolone in 
a dosage of 1 mg. per Ib. (2:2 mg. per kg.) body weight 
daily divided in 4 doses orally. The maximum dose was 
continued as long as the EEG tracing was improving, 
and thereafter the dosage was gradually reduced. A 
second course was required in 8 cases for relapse or lack 
of response to the first, and one child received a third 
course. 

In the cryptogenic group of 12 children the spasms 
were controlled in all by the first course of treatment, in 
5 cases in the first week, but in 2 not until after 5 weeks; 
however, 8 patients relapsed within 3 weeks of the end of 
treatment, usually in the first week. One child also had 
major fits which persisted during treatment and on dis- 
continuing the drug status epilepticus developed. The 
8 who relapsed were given a second course, but again 
relapsed. The EEG showed definite signs of improve- 
ment in all patients during the first course, and in 6 the 
record became non-epileptic, 3 of these showing com- 
pletely normal records thereafter. No relationship was 
apparent between cessation of spasms and the EEG 
tracings; both usually became normal or nearly so 
within a week, but appeared to do so in random order. 
A non-epileptic record was obtained any time between 


7 and 64 days, a time unrelated to dosage or type of 
drug. No immediate improvement in mental develop- 
ment was noted and 4 patients appeared to deteriorate. 
Of 5 given a second course and one a third only one 
patient responded to the longer drug treatment in the 
form of mental improvement. Follow-up at 3 to 14 
months showed that 2 more patients were free of spasms, 
making a total of 7 in all. Mental testing showed a rise 
of over 10°% in the development quotient (D.Q.) in only 
3 cases, the others being unchanged. 

In the symptomatic group steroid treatment produced 
only temporary relief of the spasms and improvement in 
the EEG, except in one patient in whom the improvement 
was maintained and the D.Q. had risen by 20% at 
follow-up. The combined results of the two groups 
showed that during treatment the spasms ceased in 81°% 
and the EEG improved in 95°%, becoming non-epileptic 
in 39%, but that 15 patients relapsed within 3 weeks of 
stopping the drug. The later effects of treatment were 
shown by considering children who had completed treat- 
ment more than 3 months previously. Of these, 3 out of 
5 aged 12 months were free of spasm (only 3 out of 
29 untreated patients were free at this age) and at 18 
months 2 out of 6 were free (6 out of 29 in the untreated 
group). 

The authors consider corticotrophin to be slightly more 
effective than prednisolone in the dosage used in this 
study. They did not find that early treatment was im- 
portant and were unable to confirm the finding of Sorel 
and others that rapid mental improvement followed 
treatment with corticotrophin. Only one patient who 
had a highly disorganized EEG initially became normal 
mentally with a normal EEG; otherwise the authors 
found the degree of mental improvement to be not 
significantly greater than in the untreated group. 

Janet Q. Ballantine 


220. The Reproductive Histories of Mothers of Patients 
Suffering from Congenital Diplegia 

T. T.S. INGRAM and E. M. Russett. Archives of Disease 
in Childhood [Arch: Dis. Childh.] 36, 34-41, Feb., 1961. 
5 figs., 19 refs. 


This study, reported from the University of Edin- 
burgh, was aimed at discovering any evidence of im- 
paired reproductive capacity in the mothers of children 
with congenital cerebral diplegia, of whom two series 
were studied: (A) 78 mothers of diplegic children living 
in Edinburgh in 1952 and 1953, and (B) the mothers of 
200 such children from all over Scotland seen at the 
Edinburgh Clinic of the Scottish Council for the Care of 
Spastics between 1954 and 1959. It is noted that the 
latter group was not truly representative as the children 
were mostly selected for suitability for a special school 
which admits only those of relatively high intelligence. 
[The correlation between the clinical findings and birth 
weight in this group was recently discussed by Russell 
(Arch Dis. Childh., 1960, 35, 548; Abstr. Wid Med., 
1961, 29, 428).] 

The peak maternal age at the birth of the diplegic 
child was found to fall between 30 and 35 years com- 
pared with a peak of 25 to 30 years for mothers of all 
live births in the general population of Scotland in 1951. 


ymit- 
crest 
dis- 
hose 
sion 
day. 
dis- 
rked 
Oted 
lin 6 
and 
day. 
n in 
only 
reat- 
is of 
to 
d in 
1 the 
stal- 
stra- 
reat- 
kl 
ease 
961. 
»tro- 
etar- 
, the 
Uni- 
the 
hor- 
mon 
ada 
cing 
OSES 
ited. 
ze of 
etio- 
was 
enic. 
phic 
nter- 
were 
t 42 
had 
also 
and 
that 
ie of 
n all 
wing 
> 36 
was 
d in 
here 


~- 


74 


However, in Series A there was a striking excess of mothers 
under 20 compared with Series B. The mothers were 
relatively infertile, with birth rates of 129-5 per 1,000 
in Series A and 128-1 in Series B compared with rates of 
between 149-4 and 155-3 per 1,000 in mothers in the 
general population of Scotland in 1951, after excluding 
childless married women. 

The time between marriage and the first pregnancy was 
similar to that in the general population, but subsequent 
pregnancies were more widely spaced, and there was a 
striking lapse of time between the birth of the diplegic 
child and that of the immediately preceding and subse- 
quent siblings compared with the spacing between earlier 
and later pregnancies. When the timing of abortions 
alone was considered it was found that more than half 
the abortions occurred immediately before or immedi- 
ately after the birth of the diplegic child. The pregnancy 
resulting in the birth of this child was more often compli- 
cated than were the mother’s other pregnancies, but one- 
quarter to one-third of all pregnancies showed no abnor- 
mality except premature birth. In only 53% of the 
multiparous mothers in Series A and 50°% of those in 
Series B had their other pregnancies, confinements, and 
deliveries been completely normal, and 12°% of all preg- 
nancies, excluding abortions, resulted in premature 
births. In Series A the stillbirth rate and infant mor- 
tality was not significantly raised, but in Series B it was 
twice as high as in the general population, ‘while about 
one-half of the surviving infants had mental or neuro- 
logical abnormalities, the majority of these being the 
diplegic patients. Thus more than half the total con- 
ceptions failed to produce a healthy child of average 
intelligence, but there was no significant difference in 
the proportions of abnormal pregnancies and confine- 
ments resulting in the birth of normal siblings and those 
producing the abnormal child. Menstrual histories of 
the mothers showed no deviation from the normal, and 
the use of contraceptive measures appeared to play no 
part. The authors discuss the possible significance of 
their findings. Janet Q. Ballantine 


221. Wilms’s Tumor: a Review of 47 Cases. A Dis- 
cussion of the Findings and Results of Treatment of Histo- 
logically Proved Cases in a 15-year Period 

R. C. Kinzet, S. D. Mitts, D. S. Jr., and J. H. 
DeWEeeERD. Journal of the American Medical Association 


[J. Amer. med. Ass.] 174, 1925-1929, Dec. 10, 1960. 
6 refs. 


A review of 47 cases of histologically proved Wilms’s 
tumour seen over a 15-year period at the Mayo Clinic, 
Rochester, Minnesota, showed that 40 had operable 
lesions, and the results of treatment of these cases are 
analysed. In agreement with the findings of other 
authors, the prognosis in children under the age of 2 
years at the time of diagnosis and treatment was much 
better than that in older children. Small size of tumour 
and absence of involvement of the renal vein and of 
capsular invasion were [not unnaturally} found to in- 
crease the patient’s chances of survival. Careful physical 
examination with excretory pyelography was regarded 
as adequate for the diagnosis in most cases, retrograde 
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studies being necessary only in selected cases. The 
3-year survival rate for patients receiving x-irradiation 
both before and after nephrectomy was 57°% (12 out of 
21) as against 23° (3 out of 13) for patients who were 
irradiated only after the operation. In spite of these 
figures, however, the authors state that they have lately, 
where possible, followed a policy of emergency nephrec- 
tomy, incorporating transabdominal exposure and liga- 
tion of renal veins before mobilizing the kidney, followed 
by immediate postoperative radiotherapy. 
Margaret D. Baber 


222. Anaphylactoid Purpura. I. Pathology of the Skin 
and Kidney and Frequency of Streptococcal Infection 

R. L. Vernier, H. G. Wortuen, R. D. Peterson, E. 
Cotte, and R. A. Goop. Pediatrics [Pediatrics| 21, 
181-193, Feb., 1961. 5 figs., 40 refs. 


The authors report, from the University of Minnesota, 
Minneapolis, the findings in 45 children with anaphylac- 
toid purpura. In all cases onset was with a rash which 
became purpuric. Blood platelet counts were normal 
and no evidence for a haemorrhagic diathesis was found. 
Evidence for streptococcal infection was sought by means 
of throat-swab culture and serial determination of anti- 
streptolysin-O titres. In 7 cases B-haemolytic strepto- 
cocci were found, 4 of them of Group A, while of 39 
children, 13 showed serological evidence of preceding 
streptococcal infection. From this and the evidence from 
earlier studies by other workers it is deduced that strepto- 
coccal infection is not a major cause of anaphylactoid 
purpura. 

Skin biopsy specimens, obtained in 12 cases, showed 
abnormalities in 9, consisting in perivascular infiltration 
of small vessels with polymorphonuclear and mono- 
nuclear cells; vascular walls showed oedema and occa- 
sionally necrosis with polymorphs. Some platelet 
thrombi were seen in capillaries and venules. In 6 muscle 
biopsy specimens, however, only an occasional vessel 
showed perivascular cuffing and the presence of mono- 
nuclear leucocytes; necrosis with leucocytic infiltration 
of the wall was seen in only one vessel. Renal biopsy, 
performed in 11 cases, revealed focal areas of endothelial 
hypercellularity with deposits of amorphous P.A.S.- 
positive-staining material, focal thrombosis by fibrinoid 
material, and occasional hypercellular glomeruli. The 
focal nature of the lesions helped to differentiate the 
condition from glomerulonephritis. Biopsy specimens 
from 2 patients without clinical signs of renal disease 
showed a few glomeruli with focal lesions and a rare 
hypercellular glomerulus. 

It is suggested that delayed hypersensitivity may play 
some part in the aetiology, especially in view of recent 
work by Miescher (Schweiz. med. Wschr., 1957, 87, 1339), 
who produced in patients with anaphylactoid purpura 
haemorrhagic papules at the site of injection of bacterial 
vaccines and claimed that these lesions were identical 
to the spontaneous lesions. Further, he reported being 
able to effect a passive transfer of the haemorrhagic 
reaction from a patient with anaphylactoid purpura to a 
normal subject by the subcutaneous injection of a leuco- 
cyte homogenate followed by the bacterial vaccine. 

G. Loewi 
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223. Familial Nerve Deafness and Goitre 

J. FisHMAN, F. C. Fraser, M. WATANABE, H. S. SODHI, 
and J. C. Beck. Canadian Medical Association Journal 
[Canad. med. Ass. J.| 83, 889-892, Oct. 22, 1960. 4 figs., 
8 refs. 


This is a report, from McGill University, Montreal, of 
the findings in 3 sisters and a brother with nerve deafness 
and goitre. Three other siblings and the mother were 
normal; the parents were not related. The patients 
had been deaf from birth or infancy, 3 being also mute. 
In the girls a goitre developed at puberty, the age of 10, 
and the age of 15 respectively; their brother was unaware 
of the goitre, which was only found when he was 30. 
All were clinically euthyroid. 

Subtotal thyroidectomy was carried out on the fe- 
males; the thyroid glands consisted largely of microfolli- 
cular adenomata, and the goitres recurred. In 2 of the 
cases treatment with thyroid was followed by reduction 
in size of the goitre. The uptake of radioactive iodine 
(1311) by the thyroid in the 4 cases varied from 9-3°% to 
16°4°%, of the dose at 2 hours; when one patient was 
given potassium perchlorate 9 hours after the administra- 
tion of 131] the radioactivity of the gland fell from 10-3°% 
to 7:5°% of the dose in 15 minutes. 

The family is discussed as a further example of the 
presumably recessive inheritance of nerve deafness and 
a defect of the organic. binding of iodine in the thyroid. 

G. C. R. Morris 


224. The Genetic Mechanism of Galactosaemia 

K. HuGH-Jones, A. L. Newcoms, and D. YI-YUNG Hsia. 
Archives of Disease in Childhood (Arch. Dis. Childh.] 35, 
521-528, Dec., 1960. 1 fig., bibliography. 


The authors describe, from Northwestern University 
Medical School, Chicago, an unusual family in which a 
man and 2 of his grandchildren were found to be homo- 
zygotes for galactosaemia. The affected adult, born in 
1894, was of above average intelligence and had been 
thought to have diabetes mellitus for 16 years. He had, 
however, recently been shown to have galactosaemia; 
he suffers from cataracts and an enlarged firm liver, but 
is otherwise well. His 6 live-born children were found 
to have blood levels of galactose-l-phosphate uridyl 
transferase compatible with their being heterozygotes 
for the gene for galactosaemia, and in 5 of them a 
reducing substance was present, at least temporarily, 
in their urine. The second’ of the man’s children was 
the mother of 4 children; in 2 galactosaemia was 
demonstrated at the ages of 9 and 5 respectively, sug- 
gesting that she had married another heterozygote for 
galactosaemia. Her husband was healthy and came 
from a large and healthy family, but determination of his 
blood galactose-l-phosphate uridyl transferase levels 
confirmed that he was a heterozygote for the gene respon- 
sible for galactosaemia. 
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The authors note the unusual mildness of the disorder 
in the 3 homozygotes in this family and also the unusual 
frequency with which the heterozygotes had in their 
urine a reducing substance, presumably galactose, though 
this was proved only in the mother of the 2 affected 
children. C. O. Carter 


225. Heredity in Primary Gout 

B. T. Emmerson. Australasian Annals of Medicine 
[Aust. Ann. Med.] 9, 168-175, Aug. [received Oct.], 
1960. 6 figs., 21 refs. 


There is considerable variation in the severity of gout 
and although its familial nature is recognized, the extreme 
severity of certain cases compared with the mild form of 
the disease with onset during middle age has remained 
unexplained. In the first type, in which symptoms 
develop during or soon after puberty, recurrent acute 
attacks occur and the disease progresses rapidly to death 
from renal failure before middle age. From the Medical 
Professorial Unit of the University of Queensland, Bris- 
bane Hospital, the author reports two family pedigrees 
containing persons homozygous for the gouty trait. In 
the first family one member developed severe primary 
gout and secondary renal disease at the age of 18 years. 
Both parents had hyperuricaemia and this was present 
in both the paternal and maternal lines of descent. 
Overt gout, however, was present in only one other mem- 
ber of the family, a cousin of the patient’s mother. In 
the second family pedigree gout or hyperuricaemia 
could be traced through 5 generations, and as a result of 
the union of one of the gouty males with a hyperuricaemic 
family 4 hyperuricaemic and gouty children were pro- 
duced; 3 of these also had hypertension and 2 had evi- 
dence of impaired: renal function. 

In the Ist family the patient’s renal disease was due to 
gout in itself, but the 2nd family illustrates the associa- 
tion of hyperuricaemia and primary hypertensive vascu- 
lar disease resulting in renal disease in a gouty subject. 
It is to be expected that the occurrence of an elevated 
serum urate level in both parents will result in an in- 
creased tendency to hyperuricaemia in the children. If 
the inheritance is by a dominant gene the children pro- 
duced by 2 hyperuricaemic parents could be homo- 
zygous for this trait and would probably tend to manifest 
gout both with a greater severity than others and at an 
earlier age. If the inheritance is polygenic, that is, 
similar to that of other bodily characteristics such as 
height, a similar state would still be expected in the 
children of 2 parents with elevated serum urate levels. 

J. Warwick Buckler 


226. The Human Chromosomes. [Review Article] 

A. RosINsoN. American Journal of Diseases of Chil- 
dren [Amer. J. Dis. Child.| 101, 379-398, March, 1961. 
11 figs., bibliography. 
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227. The Early Detection of Asymptomatic Disease 

J. M. G. Witson. Monthly Bulletin of the Ministry of 
Health and the Public Health Laboratory Service 
[Monthly Bull. Minist. Hlth Lab. Serv.| 20, 2-8, Jan., 
1961. 10 refs. 


This is a discussion of the value of routine health 
examinations, or screening programmes as they are 
often called in the U.S.A. According to the author 
there are three possible objections to such examinations: 
(1) they are unlikely to detect asymptomatic disease; 
(2) they may engender neurosis; and (3) their cost is 
out of proportion to any possible benefit. Of the large 
number of investigations that can be performed, the 
following are listed as those which can be carried out 
by technicians or by the patient: determination of height, 
weight, skinfold thickness, temperature, pulse and 
respiration rates, blood pressure, haemoglobin level, 
and erythrocyte sedimentation rate; tests of visual and 
auditory acuity; blood sugar estimation, urine analysis; 
miniature chest radiography; electrocardiography; also 
“self-screening history’. The criteria on which the ad- 
vantages of routine medical examination can be assessed 
are said to include: (a) the number of people with previ- 
ously unrecognized disease who are benefited by referral 
to medical care; (b) the number with previously known 
disease who are returned to medical supervision; (c) the 
number who believe they have a disease but are shown 
not to have it; and (d) the number with communicable 
disease who are prevented from spreading it. 

John Pemberton 


228. Report of a Hospital Trial of the Bacterial Effect 
of a Hexylresorcinol Aerosol 

P. D. J. HoLcanp. Irish Journal of Medical Science. 
[Irish J. med. Sci.] 6, 31-37, Jan., 1961. 7 refs. 


The author reports, from Our Lady’s Hospital for Sick 
Children, Crumlin, Dublin, an investigation designed to 
test the bactericidal effect of a hexylresorcinol continuous- 
flow aerosol in a hospital ward under normal conditions 
and to determine the effectiveness of the aerosol on the 
staphylococcal milieu of the ward. In the test ward, 
which was a surgical infants’ ward divided into cubicles, 
five commercial aerosol-producing machines were in- 
stalled in the central corridor. 

The number of viable bacteria in the air in the central 
corridor, measured by means of slit-sampler plate 
counts, was markedly reduced following exposure to 
the hexylresorcinol aerosol and, in general, the bacterial 
air counts in the cubicles and other rooms were also 
reduced, but to a lesser extent. In the ward dust the 
pathogenic staphylococci were considerably diminished 
in numbers and it was found that the initially highly 
antibiotic-resistant staphylococci were replaced by organ- 
isms which were much less resistant to the commonly 
used antibiotics. However, the nasal carriage rate of 
staphylococci by the nursing staff was in no way affected 
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by the aerosol [figures for cross-infection are not given]. 
No toxic effects on patients or staff were noted. . 
H. Caplan 


VITAL STATISTICS 


229. Recent Trends in Infant Mortality in the United 

States 

E. P. Hunt and A. D. CHENOWETH. American Journal 

of Public Health [Amer. J. publ. Hith| 51, 190-207, Feb., 
1961. 2 figs., 26 refs. 


During the 8-year period 1936-43 infant mortality in 
the U.S.A. fell from 57 to 40 per 1,000 live births, a 
decline of 29%. A further decline of 28°% during the 
next 8 years reduced the rate to 29 per 1,000 by 1950, but 
in the following 8 years a fall of only 10°%% was recorded. 
Furthermore, the rate having attained a minimum of 
26:0 per 1,000 in 1956, showed, for the first time since 
1936, slight increases in both 1957 and 1958, to 26:3 
and 26-9 per 1,000 respectively. [After this the long- 
term downward trend was resumed, the rate in 1959 
being 26-4 per 1,000, and a new minimum of 25-6 per 
1,000 was recorded for 1960. No similar interruption 
in the downward trend occurred at this time in England 
and Wales.] The authors present an analysis of the 
rates—distinguishing between white and non-white 
infants—by age at death, geographical location (States), 
urbanization (metropolitan v. non-metropolitan areas), 
and cause of death, the purpose being to identify groups 
of infants that contributed to the slowing-down in the 
rate of decline after 1950 and to the increase in 1957. 
Regression techniques were used to compute the annual 
percentage change in the rate over the 8 years 1950-7. 
The over-all change was a decline of 1-7°%, but whereas 
mortality among white infants fell by 2:2°%, that among 
non-whites fell by only 0-9%%. The annual average 
decline in neonatal mortality (1-1°4) was only one-third 
of that in the post-neonatal rate (3-3°%), while the rate 
in metropolitan areas declined by 0-5°% annually com- 
pared with 1-9°{ in the non-metropolitan areas. The 
relative lack of improvement in neonatal mortality was 
mainly due to deaths occurring within 24 hours after 
birth. The annual decline during 1950-7 in the rate of 
these early deaths, which made up 50% of all neonatal 
deaths, was only 0-1°%%, whereas for deaths which 
occurred at 3 to 6 days of age the annual decline was 3-4°% 
and for those at 7 to 27 days it was 1:7%. The out- 
standing differences, however, were between white and 
non-white infants. Death rates of the former showed 
some improvement at every age, but for the non-whites 
the death rates in the first day of life showed an annual 
increase of 1-4°% and relatively less improvement than 
for whites at other ages. Furthermore, in the metro- 
politan areas, while the total death rate at ages under 
one year declined by 1°%% annually for white infants, it 
increased by 0-4°%% annually for non-white infants. 
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From these facts the authors conclude that the problem 
is mainly concerned with the mortality of nonwhites 1 in 
the metropolitan areas. 

Further identification of the groups omens was 
undertaken by contrasting infant mortality in the two 
4-year periods 1950-3 and 1954-7 in each of the (then) 
48 States. Thus in the District of Columbia the rate 
increased by 6-2°%% in the latter period; in 15 States no 
significant change occurred. Any reduction in neonatal 
mortality was, in the majority of the States, restricted 
to white infants, but there were exceptions. [This 
section of the paper needs to be consulted in the original.] 
When the deaths were allocated to three broad categories 
according to cause of death—prenatal and natal, post- 
natal, and others—it was again among non-white infants 
that the death rates for 1954-7 showed an increase over 
the corresponding rates for 1950-3. In the prenatal 


' and natal category the neonatal death rate of non-whites 


increased by 0:5°% and the postneonatal rate increased 
by 45%. In the postnatal category the neonatal rate 
increased by 9-1°%. 

In their commentary on the factors relating to this 
deterioration in negro mortality the authors point to the 
selective process of internal migration by which well-to- 
do families in the cities have removed to outlying areas 
and have been replaced by the less well-to-do. This 
necessitates a review of maternity and child welfare 
services based on local community surveys. [But it will 
be startling for workers in this field in Great Britain to 
read that “‘ the failure of the mortality rate on the first 
day of life to show a significant downward trend during 
1950-7 raises the question of possible effects of more 
complete reporting of deaths, especially of very small 
infants.”’] E. Lewis-Faning 


230. Population Changes and Perinatal Mortality 
E. OPPENHEIMER. American Journal of Public Health 
[Amer. J. publ. Hith] 51, 208-216, Feb., 1961. 9 figs. 


Infant mortality for the years 1954-7 in the District 
of Columbia—which forms part of a Metropolitan Area 
of the same name—was 6-2% above the average for the 
four previous years 1950-3. This District was therefore 
one of those contributing to the rise in infant mortality 
which occurred in the United States in 1957 [see 
Abstract 229]. The author of this paper compares the 
trend of perinatal mortality for the years 1950-7 in the 
District of Columbia with that in the rest of the Metro- 
politan Area. 

[The perinatal mortality as defined by the present 
author is based on foetal deaths (over 20 weeks’ gestation) 
plus the number of deaths in the first 28 days of life per 
1,000 total (live and still) births. This differs from the 
terminology adopted by the Registrar-General for Eng- 
land and Wales, who defines perinatal mortality as 
foetal deaths (over 28 weeks’ gestation) plus the number 
of deaths in the first week of life per, 1,000 total (live and 
still) births.] 

In the District of Columbia perinatal mortality of 
white and non-white infants together did not change 
over this period, being 43-8 per 1,000 for both 1950-3 and 
1954-7. For white births the rate declined (from 38-1 


to 33-0 per 1,000); for non-whites it rose (from 50-3 to 
50-9 per 1,000). In the Metropolitan Area exclusive of 
the District of Columbia perinatal mortality showed a 
slight rise in the more recent period (from 29-8 to 31-8 
per 1,000) and this was apparent for both whites (29-8 
to 30-3 per 1,000) and non-whites (45-0 to 47-5 per 1,000). 
When the stillbirth and neonatal rates were examined 
separately [regrettably, only diagrams and not the rates 
themselves are given] it was found that the stillbirth rate 
had declined in the District of Columbia, particularly 
for non-white births, but that the neonatal death rate 
had increased, this increase being restricted to non- 
whites. [It would have been helpful if comparable 
information for the rest of the area had been given.] 
From this [rather inadequate] analysis it is concluded 
that the major problem centres around the high and 
increasing neonatal mortality among the non-white por- 
tion of the population. [No reference is made to the 
fact that a fall in the stillbirth rate is almost certain to 
be accompanied by a rise in the neonatal rate, since a 
proportion of infants who would have been stillborn 
are born alive only to succumb shortly after birth.] 

The author also selects from the local statistics certain 
factors pertaining to population changes, births, illegiti- 
macy, economic characteristics of the population, the 
proportion of births under private medical care, and the 
proportion of obstetric patients who received prenatal 
care. These facts are examined in apposition to the 
trend of perinatal mortality for the District. In 1950 
whites formed 65°% of the total population; in 1958 
they formed only 47°% and during this period the size 
of the total population changed little (increasing by only 
5,000). The number of births per annum of white infants 
fell from 11,100 in 1950 to 6,800 in 1958, a decline of 
39%, but the births of non-whites rose from 8,700 to 
12,800, an increase of 46°%. These features of births in 
the District of Columbia were not reproduced in the 
adjacent parts of the Metropolitan Area. The number 
of illegitimate births among whites remained below 500 
per annum throughout the period, but for non-whites it 
increased from 2,000 to more than 3,500 per annum. In 
absolute numbers premature births of white infants fell 
from 1,160 in 1950 to 551 in 1958, while those of non- 
whites increased from 1,255 to 1,842 [but as proportions 
of the total births these figures indicate little change for 
either whites or non-whites]. Of the white population, 
17% were unable to pay for hospital care compared with 
$3% of non-whites; 20% of white and more than 75% 
of non-white mothers in childbirth were “‘ hospital Staff 
cases ”’ (as opposed to those under a private physician). 
At the City Hospital, where in 1958 30° of all births 
occurred (4% of white births and 47% of non-whites) 
the proportion of mothers who had received no prenatal 
care was 47%, and it is estimated that 84° of all births 
with prenatal care occurred at this one hospital. The 
neonatal death rates for births with and without prenatal 
care were 24 and 42 per 1,000 respectively. 

These scattered facts, the author believes, imply that 
the maternal and child welfare services have not kept 
pace with the needs of the District brought about by 
the changing features of the population. ; 

E. Lewis-Faning 
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231. An Epidemiological Approach to the Problem of 
Rising Neonatal Mortality in Baltimore 

K. C. Buetow. American Journal of Public Health 
[Amer. J. publ. Hith| 51, 217-227, Feb., 1961. 7 refs. 


The downward trend of neonatal mortality in the City 
of Baltimore has been interrupted from time to time and 
the most recent of these occasions occurred, as in many 
other areas in the U.S.A. [see Abstract 229] in 1957, 
the rate for white infants rising from 18 per 1,000 in 
1956 to 19 per 1,000 in 1957 and that for non-white 
infants from 27 to 36 per 1,000. An investigation by 
the City Health Department indicated that this rise was 
particularly a feature of mortality at one to 6 days (not 
the first 24 hours) in non-white infants, that 94°% of 
the neonatal deaths occurred before the child’s discharge 
from hospital, and that the rise occurred in all birth- 
weight groups, but was not uniform at all the city hos- 
pitals. It persisted through 1958 and during the early 
part of 1959. 

This paper reports the results of a special survey made 
mainly at one teaching hospital in the city where the 
neonatal death rate did increase and where permission 
for necropsy was obtained in 90°% of cases of neonatal 
death. This hospital accounted for more than 40% of 
the non-white births in the city. The object was to com- 
pare for two periods—(1) July to December, 1956, 
before the increase in neonatal mortality occurred and 
(2) January to April, 1958, when it was high—factors 
present at the onset of pregnancy (such as race, maternal 
age, socio-economic status, and previous pregnancies), 
factors present during pregnancy (such as prenatal care 
and complications of pregnancy), and factors affecting 
the child after birth (such as weight, sex, and the cause 
of death). 

It was found that between 1956 and 1958 in this 
hospital the proportion of non-white births without 
prenatal care rose from 38 to 44%. In the first four 
months of 1958, the neonatal death rates among infants 
born with and without prenatal care were 22 and 43 
per 1,000 respectively, and from this the authors conclude 
that “ the current increase in the number of patients who 
failed to obtain prenatal care may be directly related to 
the rise in neonatal mortality.” It was also found that 
maternal post-partum infection was related to higher 
neonatal death rates in non-whites and that the incidence 
of such infections was higher in 1958 than in 1956, sug- 
gesting that in the later period “‘ there was possibly 
present in the obstetric department or the community an 
unfavourable agent (perhaps bacterial, viral, or other) 
which produced a febrile reaction in certain mothers in 
the postpartum period, and may have been responsible 
for the neonatal death of some of their infants ”’. 

When the clinical records and necropsy findings in 
cases of neonatal death in the first 9 months of 1958 at 
this hospital were compared with those in the last half of 
1956 the chief differences found were in respect of im- 
mature infants. In these, pathological changes in the 
respiratory system were more frequently present in 1958 
than in 1956. They were also more frequently treated 
with chloramphenicol in doses in excess of 50 mg. per 
kg. body weight per day in the later period than in the 
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earlier. The author suggests that this dosage may be 
toxic and at times fatal to small infants because of their 
poor ability to convert and excrete it. He notes that 
after the standard dosage was reduced neonatal mor- 
tality fell, but stresses that this is purely circumstantial 
evidence. E. Lewis-Faning 


EPIDEMIOLOGY AND IMMUNIZATION 


232. Further Observations on the Persistence of Anti- 
body in Adolescents after a Third Dose of Killed Polio- 
myelitis Vaccine 

E. J. C. KENDALL, A. Mutter, and J. O’H. Tosm. 
British Medical Journal (Brit. med. J.] 1, 176-177, Jan. 21, 
1961. 3 figs., 3 refs. 


In a previous paper Kendall er al. (Brit. med. J., 1960, 
1, 1689; Abstr. Wid Med., 1961, 29, 57) reported that 
in a group of adolescents 18 to 24 months after a third, 
booster, dose of killed poliomyelitis vaccine the mean 
antibody titre had declined to about one-fifth of the level 
reached immediately after inoculation. The authors 
now report further observations on 37 boys aged 15 to 
18 years, 7 of whom had had no antibodies to Type-1 
poliovirus at 18 to 24 months and had therefore received 
a fourth dose of vaccine at that time. Serum from all 37 
was tested for antibodies 27 to 33 months after the third 
dose. In the 30 who had received 3 doses the mean titre 
fell between 18 to 24 and 27 to 33 months after inocula- 
tion by 22% for Type 1, 23°%% for Type 2, and 15°% for 
Type 3. This observation confirms those of other wor- 
kers—namely, that the rate of decline of antibody titre 
decreases after the second year. In the 7 who had 
had a fourth dose the figures were 72, 41, and 40% 
respectively. 

These findings are discussed in relation to the potency 
of the vaccine, especially of Type 1, and the authors 
conclude that the production of a poliovirus vaccine of 
adequate potency would enable it to be given con- 
currently with other prophylactics and with equally 
satisfactory results. Kurt Schwarz 


233. A Field Study in Triple Immunization (Diphtheria, 
Pertussis, Tetanus). Estimation of 3 Antibodies in Infant 
Sera from a Single Heel Puncture Using Agglutination 
Techniques 

L. Levine, L. WyMaNn, E. J. BRoperick, and J. Ipsen Jr. 
Journal of Pediatrics {J. Pediat.| 57, 836-843, Dec., 1960. 
5 figs., 9 refs. 


This is the report of an interesting field study in mul- 
tiple immunization carried out by the Public Health 
Biologic Laboratories, Boston, Massachusetts. The 
high sensitivity of modern micromethods for estimating 
specific immunity levels developed against diphtheria (D), 
pertussis (P), and tetanus (T) is such that the total amount 
of each subject’s serum required in this investigation was 
only about 0-2 ml., and this amount could easily be 
obtained by heel puncture. The subjects were 113 
schoolboys aged 13 to 18 years, each of whom had 
received one of 4 different courses of multiple immuniza- © 
tion under routine private practice conditions. Group I 
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(51 boys) had received 3 doses of DPT antigen; Group II 
(31 boys) had 3 doses of P plus 2 doses of DPT; Group 
[ll (17 boys) had the same as Group I plus a booster 
dose of DPT; and Group IV (14 boys) had the same 
as Group II plus a booster dose of DPT. The booster 
dose in each case was given one year after the basic 
course. The diphtheria and tetanus antitoxin titres 
of the boys’ sera were determined by the method of 
haemagglutination of sensitized toxoid-adsorbed sheep 
erythrocytes; the pertussis agglutination titres were 
obtained by a method described previously (New Engl. 
J. Med., 1959, 261, 473; Abstr. Wild Med., 1960, 27, 337). 

The results showed that, as compared with those of a 
previous study of the same subjects, the diphtheria and 
tetanus antitoxin titres had declined some 75% in 10 
months and the pertussis antibody some 50%. The 
courses which included a booster dose after a year’s 
interval gave results equivalent to those of courses with 
one additional dose (4 or 5 in all) without a booster. 
The validity of the haemagglutinin method is supported 
by the direct correlation obtained between the serum 
antitoxin titres and the number of doses of toxoid, and 
again by the inverse correlation between the titres and 
the lapse of time between the last dose of the course 


and the taking of the blood sample. 

H. Stanley Banks 
234. Miultiple-puncture Vaccination with Freeze-dried 
B.C.G. Vaccine in Schoolchildren 


M. I. GrirfirHs, T. W. BrInpLe, E. H. Gorpon, T. 
Home, and B. Jones. British Medical Journal (Brit. 
med. J.| 1, 536-540, Feb. 25, 1961. 4 figs., 18 refs. 


The purpose of this trial, reported from the University 
of Manchester and Cheshire County Council Health 
Department, was “* (a) to compare the results of multiple- 
puncture with intradermal (B.C.G.) vaccination, and 
(b) to make an attempt to assess some of the factors which 
influence the efficiency of multiple-puncture vaccination.” 

In the first part, carried out during the school year 
1958-9, the effect of vaccination with a vaccine of 
strength 83 mg. per ml. given by multiple puncture (20 
needles at a depth of 2 or 3 mm.) was compared with that 
of the intradermal administration of a vaccine containing 
500,000 viable organisms per dose. In a preliminary 
test 1,099 children were tested with 10 units of old tuber- 
culin given intradermally, the 791 who gave a negative 
(less than 5 mm. induration) reaction being vaccinated. 
The three methods of vaccination—intradermal and 
multiple-puncture at depths of 2 and 3 mm.—were used 
in strict rotation and the degree of conversion was 
assessed after 6 weeks. It was found that “ (a) there 
was a marked variation between the results produced by 
the four investigators taking part in the trial; (5) in all 
four instances the intradermal technique produced 
greater conversion than the multiple puncture; and (c) 
in none was there any significant difference between the 
effects of multiple puncture at a depth of 2 mm. compared 
with a depth of 3 mm.”’. 

In the second part, carried out during the school year 
1959-60, 2,422 children were tested and 1,744 who gave a 
negative reaction to 10 units of tuberculin were vaccin- 
ated by multiple puncture, the effect of various factors 


on the success of vaccination being assessed. It was 
found that heat resulting from flaming the gun between 
individual vaccinations had a deleterious effect on the 
vaccine and it was necessary to allow adequate time for 
cooling if satisfactory results were to be obtained. There 
was no difference in the results whether a concentration 
of vaccine of 83 mg. per ml. or one of 125 mg. per ml. 
was used, and roughened needles had no advantage 
over smooth needles. Hand-released and pressure- 
released guns were equally effective and the results sug- 
gested that a pressure between 5 and 9 Ib. (2-3 and 4 kg.) 
was adequate to fire 20 needles 2 mm. into the skin. 
Comparison between the local reaction to vaccination 
and the degree of Mantoux sensitivity produced showed 
that there was a great deal of variation between different 
operators in the amount of local reaction and that only 
when 20 papules resulted from the multiple puncture 
method was Mantoux conversion satisfactory. 

[A critical approach to any method is always valuable 
and the investigators have demonstrated admirably the 
problems of, and some of the misconceptions about, 
multiple-puncture vaccination.] Kurt Schwarz 


235. Typhoid Voirrey: an Account of a Woman who 
was a Typhoid Carrier for More than Half a Century 

D. M. M. Jones and C. G. PANTIN. Monthly Bulletin of 
the Ministry of Health and the Public Health Laboratory 
Service [Monthly Bull. Minist. Hith Lab. Serv.] 20, 
20-27, Feb., 1961. 3 refs. 


This paper from the Department of Public Health and 
the Clegg Memorial Laboratory, Isle of Man, traces the 
history of “typhoid Voirrey” (Voirrey is the Manx 
equivalent of Mary) who was probably infected with 
typhoid fever during a village epidemic of the disease in 
1903 and remained a faecal carrier of the infection for 
over 50 years. The 1903 outbreak was thought to have 
been due to a cesspool being emptied into the main 
stream following the prolonged illness of an inhabitant 
of the house to which this cesspool belonged. With the 
aid of the reports of the sanitary inspectors of the Isle 
of Man Local Government Board and the records of the 
local infectious diseases hospitals the details of five 
epidemics probably attributable to “‘ typhoid Voirrey ” 
have been reconstructed. 

The authors indicate that Voirrey’s potted meats en- 
joyed a local fame, but it was not long before typhoid 
in the district near her home became associated in the 
inspectors’ minds with Voirrey and the community teas 
where such meats were consumed. Indeed her culinary 
efforts were followed in 1932, 1933, 1934, 1939, and 1955 
by outbreaks resulting in a total of 22 cases of typhoid 
fever, all traceable with some certainty to Voirrey as the 
source. The difficulty [and the fascination] of epidemi- 
ology is well illustrated by the authors’ demonstration 
that other typhoid carriers must also have been present 
in the area over the same period. Thus in 1935 an out- 
break which followed the Jubilee celebrations in that 
year was not traced to Voirrey and a number of cases 
occurring during the War were found to be due to a 
different phage type from that excreted by her, which 
was shown to be Vi-phage Type C. A. E. Wright 
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OCCUPATIONAL DISEASES 


236. Investigation of the Causes of Sudden Death 
among Miners. (Hs 
CKOPONOCTHKHOH CMeEpTH WaxTepoB) 

A. P. Gromov. ueuena u Canumapua [Gig. i Sanit.) 
26, 109-112, Jan., 1961. 3 refs. 


In five coalfields in the U.S.S.R. during the period 
1954-9 there were 26 cases of sudden death, 19 of them 
taking place underground, among miners at work, and 
these are analysed by the author. It was shown that in 
7 cases death was due to myocardial infarction, in 12 to 
acute cardiac failure associated with coronary arterial 
disease, 3 to hypertension, and 4 to miscellaneous causes. 
In some cases, before necropsy was performed, the cause 
of death was attributed to other factors, such as gas 
poisoning. Most of these deaths occurred in men aged 
between 40 and 50 years, and the author suggests that 
they reflect some inadequacy in the conduct of the pre- 
employment examination or the periodic medical examin- 
ations of miners, which should include a more detailed 
investigation of the cardiovascular system, in which there 
is a place for electrocardiography. Basil Haigh 


237. A Study of Aspergillus Spores in the Atmosphere 
of a Modern Mill ; 

F. C. Sracrysrass. British Journal of Industrial Medi- 
cine (Brit. J. industr. Med.] 18, 41-46, Jan., 1961. 3 figs., 
17 refs. 


The literature since 1890 on occupational respiratory 
disease among workers with grain is briefly reviewed and 
discussed. Only one case of pulmonary aspergillosis 
has been recorded as having succeeded in a claim for 
compensation. The author suggests that very heavy 
concentrations of spores are necessary to produce infec- 
tion in man. 

This study, which is reported from the Royal South 
Hants Hospital, Southampton, was undertaken in an 
endeavour to determine the occurrence-frequency of 
aspergillus spores in an animal fodder mill, whether 
an increase in the number of spores was related to any 
particular type of grain, and whether exposed workers at 
the mill were liable to develop pulmonary aspergillosis. 
The method, in which Sabouraud medium in Petri 
dishes was used for culturing the mould from air samples, 
is described, as is also the mill in which the study was 
carried out. 

The catch-rate for aspergillus spores inside the mill 
during working hours was found to be 30 times that in 
the neighbouring urban atmosphere. The numbers of 


. aspergillus colonies grown from samples collected at 


various locations in the mill and for different grains being 
milled are tabulated, and show that maize had the highest 
aspergillus figure. The various varieties of aspergillus 
found have all been reported as potentially pathogenic 


80 


to man. Of 70 men employed entirely inside the mill, 
41 had worked there for more than 3 years. However, 
during the period 1951-9 no case of pulmonary asper- 
gillosis was reported and between December, 1956, and 
December, 1959, no claim for compensation in respect 
of chest disease was made. It is believed this is the 
first study to provide quantitative data relating atmo- 
spheric spore content to the risk of pulmonary infection 
in man. L. W. Hale 


238. Tuberculin Testing in Silicotuberculosis. (Ty6ep- 
CHIMKO-Ty6epKynese) 

N. A. Senxevic. [ueuena Tpyda u IT pogeccuonans- 
Sadonesanun (Gig. Truda prof. Zabolev.| 5, 21-32, 
Jan., 1961. 6 refs. 


The performance of intradermal tuberculin tests on 
120 patients suffering from silicotuberculosis, mainly of 
an advanced degree, showed that some 65°%% of these 
patients gave a positive reaction to low concentrations 
of tuberculin (diluted 1:8 and 1:10)—that is, these 
patients were highly sensitive to tuberculin. The degree 
of sensitivity to tuberculin showed no correlation with 
the stage of silicosis, but it was related to the type of 
lesion and to the activity of the tuberculous element. In 
a similar investigation carried out on 120 patients with 
uncomplicated silicosis, with no signs of pulmonary 
tuberculosis, high sensitivity to tuberculin (1:8 and 1:10) 
was observed in 35°% of these patients. Lastly, in sub- 
jects with no evidence of silicosis who were divided in- 
to two groups depending on the presence or absence 
of their exposure to dust, a high level of sensitivity to 
tuberculin was found in 16°% of cases, but the dust 
factor had no appreciable influence one way or another 
on this result. 

The author suggests that the presence of high sensitivity 
to tuberculin in cases of uncomplicated silicosis may be 
explained either by the existence of a latent tuberculous 
lesion or by an increased allergic response as a result of 
the silicosis. He considers that this problem requires 
further investigation. Meanwhile he concludes that a 
positive Mantoux reaction to dilutions of 1:8 and 1:10 
and a pronounced reaction to a dilution of 1:6 should 
be regarded as significant in the diagnosis of complicated 
silicosis. Basil Haigh 


239. Treatment of Silicosis with Dimedrol [Diphen- 
hydramine Hydrochloride]. ([IpHmMenenue mumenpona 
CHIHKOse) 

N. A. Senxevié and I. A. Gev’Fon. [ueuena Tpyda u 
3adonesanuan [Gig. Truda prof. 
Zabolev.| 5, 54-56, Feb., 1961. 11 refs. 

On the basis of reports that the blood histamine level is 
raised in silicosis, and because of the occurrence of 
bronchial spasm in this disease, 50 out-patients and 17 
in-patients suffering from silicosis were treated with 
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dimedrol (diphenhydramine hydrochloride), the dosage 
being 0:05 g. twice a day by mouth plus 0-5 g. by aerosol 
inhalation once a day for 3 to 4 weeks. The silicosis 
was graded as Stage | in 36 patients, Stage 2 in 24, and 
Stage 3 in 7. The patients’ condition was assessed before 
and after treatment by means of clinical examination, 
estimation of the blood histamine level, and respiratory 
function tests, including determination of vital capacity 
and maximum pulmonary ventilation and the breath- 
holding test. 

Symptomatic improvement was noted in 42 of the 67 
patients, the remaining 25 showing no change. The 
blood histamine level was significantly lower after treat- 
ment in 29 of the 37 patients tested, while similar improve- 
ment was noted in the indices of respiratory function. 
The improvement lasted for 3 to 6 months and was most 
marked in patients with Stage-1 silicosis and in those whose 
symptoms were dependent on meteorological conditions 
or associated with time of day or night or position of the 
body. The treatment did not modify the course of the 
disease in the more severe cases. Side-effects such as 
nausea, vomiting, and headache were observed in hypo- 
tensive patients, in whom this form of treatment is con- 
sidered to be contraindicated. 

[No control observations are reported.] 

Basil Haigh 


240. Silicosis in Northern Rhodesia Copper Miners 
R. Paut. Archives of Environmental Health [Arch. 
environm. Hith| 2, 96-109, Feb., 1961. 15 figs., 5 refs. 


The Pneumoconiosis Medical and Research Bureau, 
which was established in Northern Rhodesia in 1945, is 
equipped to carry out a pre-employment and annual 
clinical and radiological examinations of all workers in 
the mines. It is stated that the average number of 
mine-workers examined each year is 35,000 (5,000 Euro- 
peans and 30,000 Africans) and that over the past 12 
years ** 100,000 individual Africans and 17,000 Europeans 
have been examined”. The incidence of silicosis in 
Northern Rhodesia has fallen over the 10-year period 
1950-9 from 3-8 per 1,000 workers (97 cases) in 1950 to 
35 per 1,000 (123 cases) in 1956 and 24 cases (0-6 per 
1,000) in 1959, the fall being attributed to improvement 
in ventilation and dust suppression. 

Tuberculosis, which is the most frequent complication 
of silicosis, was found in 8 out of 122 silicotic miners 
(65-6 per 1,000 workers) in 1950, in 2 out of 198 (10-1 


per 1,000) in 1956, and in 3 out of 169 (17-8 per 1,000) . 


in 1959, the comparable figures for non-silicotic miners 
being 26 out of 15,966 (1-6 per 1,000) in 1950, 16 out of 
18,819 (0-9 per 1,000) in 1956, and 13 out of 20,305 
(0-6 per 1,000) in 1959. The attack rate is therefore 
approximately 30 times greater in silicotic than in non- 
silicotic miners. With the introduction of streptomycin 
and isoniazid the prognosis has greatly improved. 
Only 5 cases of chronic bronchitis were found among 
3,500 miners, an incidence of 014%, suggesting that dust 
alone is not a causative factor. Of these 3,500 miners, 
60°% were non-smokers and only 10° smoked more than 
20 cigarettes a day. 

Tuberculosis is considered to be the cause of massive 
fibrosis, since analysis of all cases of silicosis in which 

G 


tuberculosis subsequently developed showed that the 
incidence of the latter was 4 times higher in massive 
fibrosis than in simple nodular silicosis. The tuberculin 
reaction in miners with massive fibrosis is invariably 
Positive. The incidence of silicosis is highest in drillers 
and the disease develops more quickly than in others, 
possibly owing to exposure to a greater proportion of 
particles below the range of the optical microscope. 
Silicosis may progress long after cessation of exposure 
to the dust. The author is unable to offer any explana- 
tion of the occasional case of long exposure to dust in 
which the chest radiograph each year is normal and the 
lungs and lymph nodes at necropsy show minimal dust 
retention and minimal fibrosis. 
Kenneth M. A. Perry 


241. Thyroid Gland Function in Silicosis. (O6 ouenKe 
YHKUMOHANbHOPO COCTOMHMA 
MIpH CHIMKO3e) 

G. H. Lazipi and T. L. Gusenxo. [ueuena Tpyda u 
Zadoneeanua [Gig. Truda prof. 
Zabolev.] 4, 42-43, Dec., 1960. 


Previous experiments on rats having shown that after 
the inhalation of silica dust for 6 to 7 months the pro- 
liferation of the thyroid follicles ceased and thyroid 
function became depressed, the authors proceeded to 
investigate the thyroid function in 109 miners employed 
at Krivoi Rog who were suffering from silicosis. In 79 
cases the silicosis was graded as Stage 1 and in 24 as 
Stage 2. Control studies were carried out on 20 healthy 
subjects. 

It was found that the uptake of !3!I by the thyroid gland 
was significantly lower in the patients with silicosis and 
that the reduction in uptake was correlated with the 
severity of the disease, this applying to both the quantita- 
tive uptake and the rate of uptake and elimination of 
131, The basal metabolic rate (B.M.R.), however, was 
frequently increased in the silicotic patients, especially 
in those in whom the disease was of long duration and 
accompanied by chronic bronchitis and emphysema. 
The authors therefore conclude that the changes in the 
B.M.R. are due to extra-thyroidal factors, mainly the 
disturbance of respiration, and that thyroid function is 
depressed in patients suffering from silicosis. 

Basil Haigh 


242. The Prognostic Value of Radiological Classifica- 
tion in Cases of Progressive Massive Fibrosis 

A. L. Cocurane, F. Moore, and J. Tuomas. Tubercle 
[Tubercle (Lond.)] 42,64—71,March,1961. 3 figs.,11 refs. 


The authors report an 8-year follow-up investigation 
of miners and ex-miners in South Wales whose chest 
radiographs obtained in 1950-51 showed progressive 
massive fibrosis or simple coal workers’ pneumoconiosis. 
The radiographs were reclassified, according to the new 
International Classification ‘‘ Geneva (1958) ” of Radio- 
graphs of the Pneumoconioses, into Categories A, B, 
and C, which are based predominantly on the area of 
the radiological opacities in relation to the area of the 
lung field. In addition, in cases of progressive massive 
fibrosis the outline of the shadow was traced and the 
area measured. 
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Mortality was higher in patients with Category-B 
radiographs than in those with Category-A, and still 
higher in those with Category-C, but was not significantly 
affected by the presence or absence of radiological 
emphysema or mediastinal and diaphragmatic distortion. 

The classification was put on a quantitative basis by 
making actual measurements of the total area of the 
shadows in the radiographs. It was found that although 
there was a rough relationship between the category and 
the total area, there was considerable overlap between 
the categories. When the radiographs were grouped 
according to the area of massive shadowing the mortality 
bore a consistent relationship to the area, being higher 
the greater the area. 

Among miners with Category-A radiographs there 
appeared to be a higher mortality in those with a back- 
ground of Category-2 simple pneumoconiosis. It was 
then found that this difference was largely due to the 
fact that in the Category-3 cases the area of massive 
shadowing was larger than in the Category-2 cases, and 
the difference appeared to be accounted for by the differ- 
ence in area of the shadow. When the area was related 
quantitatively to the prognosis it was possible to estimate 
that on the average one year of life was lost for every 
increase of 4 square cm. in the area of the lesions above 
20 square cm. In cases with an area of shadowing less 
than this the mortality was no higher than in miners 
and ex-miners without massive fibrosis. 

C. M. Fletcher 


243. The Radiographic Progression of Progressive 
Massive Fibrosis 

A. L. Cocurane, F. Moore, and J. THomas. Tubercle 
[Tubercle (Lond.)\ 42, 72-77, March, 1961. 5 refs. 


Using the same material as for the investigation 
described above [see Abstract 242] the authors studied 
factors affecting the radiographic progression of massive 
fibrosis (P.M.F.), confining their attention to those cases 
in which the area of massive fibrosis in the initial radio- 
graph was less than 20 square cm., since mortality was 
not increased in these cases and follow-up not, there- 
fore, impaired by losses due to death. In each case an 
attempt was made to obtain another radiograph (in 1958) 
and finally there were 341 pairs of radiographs available. 
Progression was estimated by comparing the area of 
massive fibrosis in the second film with that in the first 
film. It was found that the frequency of progression 
was greater in those cases in which the initial area of 
massive fibrosis was more than 10 square cm. than in 
those in which it was less. Frequency of progression 
decreased steadily with advancing age. 

In a previous paper analysing a follow-up over a 
shorter period (Cochrane ef al., Brit. J. industr. Med., 
1956, 13, 177; Abstr. Wid Med., 1957, 21, 142) evidence 
was adduced to suggest that progression of P.M.F. was 
increased by heavy manual labour and exposure to dust. 
In the present analysis the effect of dust exposure during 
the interval between radiographs was not found to be 
significant, nor was there any suggestion of an effect of 
hard work, but there was a strong suggestion that the 
initial category of simple pneumoconiosis had an effect, 
progression being more frequent and of greater extent 


in cases of Category-3 than in those of Category-2 simple 
Pneumoconiosis initially. The inevitable self-selection 
of occupation makes this type of analysis very difficult 
to interpret. The factors affecting the progression of 
P.M.F. appear thus to be different from those affecting 
its initial appearance. Progression appears to be greatly 
affected by age and questionably affected by the initial 
category of simple pneumoconiosis, whereas the appear- 
ance of P.M.F. is very sensitive to the background 
category and very insensitive to age. 

From the practical point of view this analysis suggests 
that it is reasonable to advise younger miners with early 
massive fibrosis to leave mining and learn another trade 
because of the liability of their lesions to increase rapidly 
and produce premature disablement. The sooner such 
young men learn a lighter trade the better. : 

C. M. Fletcher 
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244. Methyl Bromide Poisoning 

E.. M. Ratuus and P. J. Lanpy. British Journal of 
Industrial Medicine [Brit. J. industr. Med.] 18, 53-57, 
Jan., 1961. 24 refs. 


Methyl bromide fumigation was used to eradicate 
woodworm in several new houses on an estate in Queens- 
land in 1958, and 7 cases of poisoning among workmen 
engaged on this project are described in this paper. 
The symptoms in no way resembled those of poisoning 
by inorganic bromide or methyl alcohol. They occurred 
among men who first entered the houses after fumigation 
to remove the enclosing sheeting and to open doors and 
windows and were found to be due to the inefficient 
respirators issued, which became ineffective after 30 
seconds. They were almost entirely those of damage 
to the central nervous system, involving coma, epilepti- 
form convulsions, severe tremor, and ataxia. In some 
of the cases recovery was not complete at the time of 
writing. 

Treatment was by phenobarbitone and mephenesin for 
the convulsions, with BAL (dimercaprol) as an antidote. 
Progress was best assessed by determinations of blood 
bromide concentration by Conway’s micro-diffusion 
method. V. J. Woolley 


245. Coproporphyrinuria in Groups of Workers as an 
Index of Inorganic Lead Absorption 

R. L. Zietnuts. British Journal of Industrial Medicine 
yaaa industr. Med.| 18, 58-62, Jan., 1961. 3 figs., 
13 refs. 


In a study of the prevention of lead intoxication con- 
ducted at the Netherlands Institute of Preventive Medi- 
cine, Leiden, urinary coproporphyrin levels were deter- 
mined in groups of workers exposed to various concen- 
trations of lead, employing Donath’s method, in which 
the fluorescence of suspensions of urine is compared 
with that of standard paper disks. The maximum 
found in those not exposed to lead was 100 to 200 yg. 
per litre. Among the lead workers the concentration 
increased with the concentration of lead in the atmosphere 
of the place of work, and it is suggested that a copro- 
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porphyrin concentration of about 100 jg. per litre (1-5 to 
2:5 degrees Donath) is the upper permissible limit and a 
concentration above this indicates the need for a haemo- 
globin determination and basophil count. There is a 
close correlation between a high urinary copropor- 
phyrin level and a low haemoglobin value. 

V. J. Woolley 


246. Cyanocobalamin in Chronic Benzene Poisoning. 
6eH30710M) 

G. V. CerNEGA. [ueuena Tpyda u I] 
3adonesanua [Gig. Truda prof. Zabolev.] 4, 21-27, Dec., 
1960. 24 refs. 


In order to elucidate the role of cyanocobalamin 
(vitamin B;2) in the development of the haematopoietic 
disturbances in chronic benzene poisoning and also the 
nature of its therapeutic action the author has determined 
the vitamin-B;2 concentrations in the blood and urine 
before and after treatment in 39 patients admitted to 
hospital with this form of poisoning and also in 20 healthy 
control subjects. She showed that the changes in vita- 
min-B;2 level were related to the clinical severity of the 
disease, the leucocyte and platelet counts, and the haemo- 
globin value, and that as the disease progressed, so the 
blood vitamin-B;2 level fell. The degree of leucopenia 
and of thrombocytopenia also increased as the vitamin- 
B,2 concentration fell. No significant correlation be- 
tween the haemoglobin value and vitamin-B,2 level 
was observed, however, probably, she suggests, because 
the cases investigated were in general not very severe. 
There was no correlation between the vitamin-B,2 con- 
centration in the blood and that in the urine. Treat- 
ment with vitamin B;2 increased the concentration of 
the vitamin in the blood and urine and led to a return 
of the haematological indices, particularly the leucocyte 
count, to normal. 

Experiments on rats given benzene showed that the 
vitamin-B;2 concentration in the liver falls considerably 
during poisoning and that this level can be restored by 
administration of the vitamin. The author concludes 
that the disturbance of vitamin-B;2 metabolism is a 
pathogenetic factor in the development of chronic benzene 
poisoning. Basil Haigh 


247. The Effect of Fluorine on the Health of Female 
Workers. (O snusnun propa Ha sqoposbe 
S. M. KanevskasA. [ueuena Tpyda u IT podeccuo- 
3adonesanua [Gig. Truda prof. Zabolev.] 5, 
36-40, Jan., 1961. 5 figs. 


In view of the increasing use of fluorine in industry 
and of the occurrence of abnormal symptoms among 
workers in prolonged contact with the gas, the author 
has conducted an investigation among some 600 female 
workers exposed to this hazard, and also describes the 
results of experiments on animals. 

She found no particular changes in menstrual function 
or in the course of pregnancy in women exposed to 
atmospheric fluorine concentrations of 0-0005 to 0-005 
mg. per litre, but lactation was depressed or completely 
absent. This last finding was confirmed by experiments 


on rats, in which administration of hydrogen fluoride in 
a dosage of 10 mg. per kg. body weight in their food 
suppressed lactation. Histological examination of sec- 
tions of the mammary glands showed greatly diminished 
activity ‘of the glandular epithelium in the animals 
receiving fluorine. The children of the female workers 
investigated often refused the breast, and determination 
of the fluorine content of the milk showed concentrations 
of 0-05 mg. per 100’ml. at the beginning of the working 
day and 0-1 mg. per 100 ml. at the end. Both the children 
and the young of rats exposed to fluorine were of normal 
birth weight, but if the exposure continued during lacta- 
tion the gain in weight of both species was retarded. 
The author concludes that women should not undertake 
work involving the risk of exposure to fluorine during 
periods of pregnancy and nursing. Basil Haigh 


248. Systemic Toxicity from Exposure to Epoxy Resins, 
Hardeners, and Styrene 

R. L. Zietnuts. Journal of Occupational Medicine {J. 
occup. Med.) 3, 25-29, Jan., 1961. 10 refs. 


From the Netherlands Institute for Preventive Medi- 
cine, Leiden, the author reports an investigation of the 
systemic toxic effects, if any, resulting from exposure to 
epoxy resins, polyamine hardeners, and styrene in 50 
workers employed in two departments of an aircraft 
factory, the majority of whom were exposed to poly- 
amines and some also to styrene. In one department the 
manufacturing process involved the impregnation of the 
inner surface of hollow objects with a mixture of “‘ aral- 
dit-Harz 103 ” or “* D ” (epoxy resins) and “* Harter 951 ” 
(a polyamine mixture consisting mainly of triethylene- 
tetramine). The other department was concerned mainly 
with the manufacture of small objects from polyester 
glass-fibre material. In this procedure the volatile pro- 
ducts are styrene mixed with cobalt naphthenate, di- 
octylphthalate, and petroleum naphtha, and styrene 
mixed with “ lamellon ” resin (a polyester with a styrene 
content of 30°) and methylethylketonhydroperoxide dis- 
solved in dimethylphthalate. 

In spite of careful haematological and urinary excretion 
studies and determination of various serum enzyme 
activities no definite evidence of general toxicity was 
found, although some workers complained of non- 
disabling drowsiness. There was no instance of disturb- 
ance of hepatic or pulmonary function, in spite of the fact 
that the level of exposure to triethylenetetramine was 
relatively high. It is therefore concluded that the 
hazards of general toxicity appear to be negligible in the 
electrotechnical occupations, and that the most promi- 
nent health problem is the frequent occurrence of allergic 
skin conditions, which in some cases showed a “ deviat- 
ing protein pattern ”’. R. G. Meyer 


249. A Study of the Effect of Protracted Occupational 
Exposure to Carbon Monoxide, with Special Reference to 
the Occurrence of So-called Chronic Carbon Monoxide 
Poisoning. [Monograph, in English] 

S. A. LINDGREN. Acta medica Scandinavica [Acta med. 
scand.| 167, Suppl. 356, 1-77, 1961. 19 figs., biblio- 
graphy. 
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250. The Use of Oxymorphone Hydrochloride during 
Anesthesia for Operations on the Head and Neck: a 
Preliminary Report 

M. SEIGLEMAN and C. E. WasmuTH. Cleveland Clinic 
Quarterly [Cleveland Clin. Quart.) 27, 157-161, July 
[received Oct.], 1960. 1 fig., 5 refs. 


The authors report their experience at the Cleveland 
Clinic, Ohio, with the synthetic alkaloid oxymorphone 
(14-hydroxydihydromorphinone) as used during opera- 
tions on the head and neck. This compound has been 
shown to have 15 times the analgesic potency of mor- 
phine in mice, and clinically 2 mg. of oxymorphone is 
equivalent to 16 mg. of morphine sulphate, 100 mg. of 
meperidine hydrochloride, or 5 mg. of dihydromorphi- 
none. 

After premedication with 50 or 100 mg. of meperidine 
hydrochloride and 0-6 mg. of atropine sulphate, sleep was 
induced with 2°% thiopentone and relaxation for endo- 
tracheal intubation with succinylcholine chloride. 
Anaesthesia was maintained with nitrous oxide and oxy- 
gen, and analgesia by an initial dose of 0:75 mg. oxy- 
morphone followed by additional doses of 0-375 mg. as 
required. In 50 operations this produced good operat- 
ing conditions, with profound analgesia, spontaneous 
respiration, and rapid recovery with active protective 
reflexes. The side-effects included respiratory depression 
and fall in blood pressure up to 20 mm. Hg, the former 
responding to 2-5 to 5 mg. of nalorphine and the latter 
to 5 mg. of methoxamine hydrochloride. 

The authors stress the need for quiet operative con- 
ditions, light anaesthesia, and rapid recovery of pro- 
tective reflexes to prevent inhalation of blood or other 
fluids and also airway obstruction in cases where heavy 
bandaging is necessary. This rather limited series sug- 
gests that oxymorphone may be a useful drug for this 
type of operation. Raymond Vale 


251. Methoxyflurane—a New Anesthetic Agent. A 
Clinical Evaluation Based on 206 Cases 

C. E. Wasmutn, J. H. Greic, J. Homi, P. P. Moraca, 
N. H. Ist, E. M. Brrre, and D. E. Hate. Cleveland 
Clinic Quarterly [Cleveland Clin. Quart.) 27, 174-183, 
July [received Oct.], 1960. 2 figs. 


Methoxyflurane (1 : 1-dichloro-2 : 2-difluoro-2-methoxy- 
ethane; DA-759; “ penthrane”’) has been used at the 
Cleveland Clinic to induce or maintain anaesthesia in 206 
patients. This is a clear, colourless liquid which boils 
at 104-8°C.; at 20°C. its explosive limits in air and 
oxygen are zero. The olive-oil—water distribution co- 
efficient for 1°% concentration of methoxyflurane is 400, 
and for 10% concentration 39. Other physical charac- 
teristics are described. 

A “ vernitrol” vaporizer was calibrated at flow rates 
of 100 to 1,000 ml. per minute at 23° C. on the basis of 
the assumption that 1 ml. of methoxyflurane liquid 
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forms 209-7 ml. of vapour. A Heidbrink ether wick 
vaporizer was similarly calibrated at a flow rate of 4 
litres per minute. 

To assess possible hepatic damage the blood sugar 
level was estimated preoperatively and again just after 
induction and at the end of anaesthesia; ‘* bromsul- 
phalein ’’ retention and serum alkaline-phosphatase and 
bilirubin levels were also measured. The blood sugar 
level rose significantly during anaesthesia, but this rise 
did not persist postoperatively. Increased retention of 
bromsulphalein for 24 hours occurred in all cases, but 
the serum alkaline-phosphatase and bilirubin levels 
showed little alteration except in one patient, a known 
alcoholic. 

After induction with thiopentone methoxyflurane was 
given by semi-closed or closed technique in concentrations 
of 0-5 to 10%, which produced good muscular relaxation. 
When methoxyflurane was used to induce anaesthesia the 
vapour was irritating; induction was similar in length to 
that with ether, though analgesia was rapidly attained. 
Hypotension was common with deeper levels of anaes- 
thesia, but decreasing the depth of anaesthesia reversed 
this. Respirations altered little in rate or depth, and 
control of respiration was easily achieved. Recovery 
was prolonged unless administration of the anaesthetic 
was stopped an hour before the end of the operation. 

During anaesthesia and until post-anaesthetic arousal 
the skin was chalky white, though warm and dry. The 
eyes were centrally fixed with active light reflex until 
emergence from anaesthesia, and lacrimation and return 
of eyelash reflex and eyeball movement coincided, by 
which time swallowing and laryngeal reflexes were also 
active. Emergence from anaesthesia was completed 
without laryngospasm, coughing, or vomiting and with- 
out excessive excitenient and delirium, but shivering, 
violent in one instance, occurred in 7 patients. The blood 
pressure and pulse rate were stable postoperatively, but 
though respiration was adequate in those still deeply 
asleep and analgesia was required in only 7 cases, there 
was evidence of pulmonary atelectasis in 6 cases early 
in the study. The fruity odour of methoxyflurane per- 
sisted about the patients and their rooms until the 
following day. 

The authors conclude that methoxyflurane is unsatis- 
factory for use as the primary agent, owing to the pro- 
longed recovery time, but that it has a useful contribu- 
tion to make as a relaxant. Raymond Vale 


252. Thiopentone and Methohexital: a Comparison as 
Main Anaesthetic Agents for a Standard Operation 
J. W. Dunpee and J. Moore. Anaesthesia [Anaesthesia] 
16, 50-60, Jan., 1961. 3 figs., 10 refs. 

The respective actions of thiopentone and metho- 
hexitone were compared in women undergoing curettage 
of the uterus with or without dilatation of the cervix at 
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Musgrave Park Hospital, Belfast. Each agent was used 
in 100 cases, and with each drug half the patients were 
premedicated with atropine and half with pethidine and 
atropine. Anaesthesia was induced with 4 mg. of 5% 
thiopentone per kg. or 1-6 mg. of 2% methohexitone 
per kg. and maintained with nitrous oxide and oxygen 
in semi-open circuit. Supplementary doses of the 
appropriate barbiturate were given as indicated by 
movement of the patient. Records were made of com- 
plications during the induction period, of the state of 
recovery 2 minutes after termination of surgery 
(“awake ’’, “* protective reflexes present ’’, protective 
reflexes absent’), and of any postoperative complica- 
tions. 

In the group of patients premedicated with atropine 
alone the incidence of excitatory phenomena and of 
respiratory upset during induction was greater after 
methohexitone. In these cases thiopentone caused a 
greater degree of hypotension than did methohexitone. 
Recovery of consciousness was similar with both bar- 
biturates. In the patients premedicated with pethidine— 
atropine the incidence of complications in the induction 
period was not significantly different with the 2 bar- 
biturates. There was, however, a marked difference in 
recovery, a significantly smaller number being awake 
after thiopentone. The ratio of total dose to induction 
dose was significantly greater with methohexitone in the 
patients premedicated with atropine alone, but not those 
receiving pethidine—atropine. The incidence of nausea 
and vomiting was similar with both barbiturates’ when 
atropine was used alone, but in the series given pethidine— 
atropine the incidence was much greater after metho- 
hexitone. 

The results are discussed in the light of other studies of 
these barbiturates. Mark Swerdlow 


253. Phenactropinium Chloride: Clinical Observations 
D. W. Eyre-WALKER. Anaesthesia [Anaesthesia] 16, 
74-79, Jan., 1961. 7 refs. 


Phenactropinium chloride was used to produce hypo- 
tension in 53 patients undergoing gynaecolagical opera- 
tions at Chase Farm Hospital, Enfield, Middlesex. After 
premedication with papaveretum-scopolamine (or, more 
recently, intravenous pethidine—promethazine-chlorpro- 
mazine) anaesthesia was induced with thiopentone, an 
endotracheal tube inserted, and nitrous oxide and oxygen 
(5:2) administered in a semi-open circuit. Phenactro- 
pinium was then administered by continuous intravenous 
drip; originally a 0-1°% solution was employed, but later 
a strength of 0-2%% proved to be more satisfactory. 

’ It was found that the hypotensive agent always pro- 
duced an initial fall in blood pressure, but that in 20% 
of patients the blood pressure did not fall below 90 to 
100 mm. systolic no matter how fast was the rate of the 
drip. The addition of hexamethonium or of procain- 
amide if the pulse was rapid did not lower the blood 
pressure farther, but subsequent injections of trimetaphan 
invariably caused a fall of 10 to 20 mm. Hg. A precipi- 
tate fall in blood pressure to below 60 mg. Hg occurred 
in 20% of patients; this was almost invariably reversed 
simply by stopping the drip. Tachyphylaxis occurred in 


7% of the series. On stopping the drip at the end of 
surgery a rapid spontaneous recovery of blood pressure 
occurred in only 9°%% of patients; the remainder required 
a long-acting vasopressor to restore the blood pressure 
to a safe level. No histamine release was noted with 
phenactropinium. The cardiac and respiratory effects 
of the drug are detailed. 
The findings of the investigation are compared with 
those of some other reports of hypotensive techniques. 
Mark Swerdlow 


254. Control of Postoperative Vomiting with Per- 
phenazine (Trilafon): a Double-blind Study. [In English] 
B. Linn. Acta anaesthesiologica Scandinavica [Acta 
anaesth. scand.) 4, 181-188, 1960 [received Feb., 1961]. 
1 fig., 13 refs. 


The present study demonstrated that perphenazine is 
a potent antiemetic drug with very few side effects. A 
single injection of 5 mg. of perphenazine reduced post- 
operative vomiting by half in a series where the anaes- 
thetic agents were mainly nitrous oxide-oxygen and 
ether. The effectiveness of this injection exceeded 6 
hours and seemed to be sufficient to cover 24 hours. The 
prolongation of the mean awakening time was 9 minutes, 
which is of little practical importance. 

Hypotension and other side effects were not observed. 
The demand for analgesics during the 24-hour period 
was not reduced, but perphenazine has a marked sedative 
effect. Patients are quiet and drowsy, but are easy to 
arouse and co-operate normally. Perphenazine may be 
recommended for routine use to diminish postoperative 
vomiting.—[Author’s summary.] 


255. Halothane-Oxygen: a Universal Anaesthetic 
M. JoHNsTONE. British Journal of Anaesthesia [Brit. J. 
Anaesth.] 33, 29-39, Jan., 1961. 4 figs., 19 refs. 


A method has been described whereby surgical anaes- 
thesia can be safely and rapidly induced and maintained 
with halothane delivered from a vaporizer in concentra- 
tions up to 10°%-in oxygen for operations in both in- 
patients and outpatients, all other drugs being excluded. 
It is appreciated that this does not indicate the concen- 
tration being inhaled. For this purpose it has been 
necessary to increase the dose range of the “ fluotec” 
vaporizer to provide up to 10% halothane. This has 
led to the development of safe and economical methods 
of administration incorporating closed systems and con- 
trolled respiration for a remarkably wide range of 
surgical procedures. 

For the complete safety of the method it has been 
suggested that, in addition to the constant and accurate 
assessment of dosage by means of the fluotec vaporizer, 
the effects of halothane on the patient’s peripheral vascu- 
lature should be monitored by vasculometry. Refer- 
ence has been made to a simple and inexpensive device 
which has been most successful in constantly depicting 
the state of the peripheral circulation during halothane 
anaesthesia. 

A pattern has been set for the comparative study of 
halothane with other anaesthetic agents and techniques. 
—J[Author’s summary.] 
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256. Bronchography with Bariumiodol. (Bponxo- 
rpadua c 

B.K. Sarov. Becmnux Penmeenonoeuu u Paduonoeuu 
(Vestn. Rentgenol. Radiol.) 36, 66-68, Jan.—Feb., 1961. 
4 figs. 


A very opaque contrast medium suitable for broncho- 
graphy can be prepared by the radiologist himself by 
mixing 4 g. of a fine powder of barium sulphate with 
20 ml. of aniodized oil. For introduction of this medium 
the present author uses the transnasal route. The upper 
respiratory passages are anaesthetized by means of a small 
quantity of a suitable local anaesthetic introduced into 
the nasal passages through a pipette. A catheter is then 
passed into the trachea through the nose and a further 
small quantity of the local anaesthetic injected through 
the catheter when its tip has reached the main bronchus 
of the lung to be examined, that is, at a site 1 to 2 cm. 
beyond the bifurcation. The patient is then instructed 
to exhale deeply and hold his breath while the contrast 
medium is injected through the catheter. Immediately 
thereafter he takes a deep inspiration, which produces 
coating of the bronchial tree by the contrast medium. 

The author states that 10 ml. of the contrast medium 
is sufficient for a successful bronchography. Only the 
bronchi are visualized, as the contrast medium does not 
penetrate to the alveoli even following a very deep 
inspiration. Nearly the whole of the contrast medium 
is coughed up within 24 hours. No complications were 
observed in the cases examined. A. Orley 


257. Intralobar Sequestration. (Gli aspetti 
radiologici del sequestro broncopolmonare intralobare) 
F. Barsaccia and L. Maccui. Radiologia medica 
[Radiol. med. (Torino)| 46, 1043-1067, Nov., 1960 
[received March, 1961]. 31 figs., bibliography. 


Intralobar pulmonary sequestration is a malformation 
consisting of atypical pulmonary tissue, often containing 
cysts and usually situated in the lower lobe on the left 
side; secondary infection is common. The affected area 
has its own blood supply through an abnormal artery 
5 to 6 mm. in diameter and 2 to 9 cm. in length arising 
from the systemic circulation, usually the aorta. Venous 
drainage is via the pulmonary vein. Various theories 
as to the aetiology of the condition have been advanced 
and are discussed by the authors. Clinically, the con- 
dition usually occurs in young people and is symptomless 
until secondary infection supervenes, when the symp- 
toms are then those of recurrent attacks of bronchitis 
or bronchopneumonia until pulmonary suppuration 
develops. 

On plain radiography uncomplicated cases show an 
opaque area postero-medially and usually on the left 
side. The presence of cysts depends largely on whether 
secondary infection has occurred or not. Tomography 
is useful in demonstrating cystic and bronchiectatic 


86 


Radiology 


changes and the exact extent of the lesion, and may also 
even reveal the abnormal supplying artery. Broncho- 
graphy sometimes demonstrates the absence of some of 
the basal bronchi or merely their displacement by the 
abnormal area. Angiocardiography may demonstrate 
the abnormal artery and also any alteration in develop- 
ment of the pulmonary artery, as well as persistent 
opacification of the pulmonary vein draining the seques- 
trated area. The authors describe 7 personal cases 
seen at the Ospedale Maggiore, Milan. 
E. Giordani 


258. The Radiological Changes in Pulmonary Venous 
Hypertension, with Special Reference to the Root Shadows 
and Lobular Pattern 

S. Hariey. British Heart Journal (Brit. Heart J. 
23, 75-87, Jan., 1961. 10 figs., 29 refs. 


The author, who writes from the Sully Hospital 
Thoracic Centre, Cardiff, clarifies the differences in the 
radiological appearances of the lungs caused by raised 
pressure in the pulmonary veins on the one hand and 
in the pulmonary arteries on the other, basing his 
observations mainly on radiographs taken before and 
after valvotomy on 173 patients with mitral stenosis. 
Pressure records were made in all cases at operation, and 
in some cardiac catheterization was performed. 

He considers that the term “* pulmonary hypertension ” 
should not be used alone, but qualified as either venous, 
mixed, or arterial. In pulmonary venous hypertension 
the pulmonary venous pressure is raised, but the pul- 
monary vascular resistance is approximately normal and 
any rise in pulmonary arterial pressure is passive. The 
root shadows are of the large, dense, venous type with 
ill-defined upper and outer margins and broad lower 
ends running into prominent paracardial shadows. 
There is likely to be loss of translucency in the lower lung 
zones, opacification of the interlobular septa, and dilata- 
tion of the vessels to the upper zones. 

In pulmonary mixed hypertension there is pulmonary 
venous hypertension with raised pulmonary vascular 
resistance due to constriction of small and medium-sized 
pulmonary arteries and arterioles, either spastic or 
structural, which causes obstructive pulmonary arterial 
hypertension. The root shadows show better-defined 
upper and outer borders, and the lower ends become 
narrow and curtailed; they are essentially arterial in 
appearance. There is often vascular constriction in the 
lower zones contrasting with dilatation in the upper 
zones. Opacification of the interlobular septa is often 
present, but loss of translucency is less obvious than in 
venous hypertension. 

Pulmonary arterial hypertension occurs when there is 
raised pulmonary arterial pressure due to causes other 
than pulmonary venous hypertension. The pulmonary 
artery is prominent and the root shadows are large, well- 
defined, and arterial in configuration. 
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The appearance of horizontal lines and lobular pattern 
in the lower lung zones is due to opacification of the 
jnterlobular septa. This may be due to interstitial 
oedema secondary to raised pulmonary capillary pres- 
sure, in which case the changes are reversible and improve 
after valvotomy; or the opacification may be due to 
structural changes, fibrosis, or haemosiderin deposition 
in the interlobular septa, in which case the appearances 
are irreversible. Michael C. Winter 


259. Poststenotic Dilatation of the Ascending Aorta: 
its Occurrence and Significance as a Roentgenologic Sign 
of Aortic Stenosis 

B. H. JancHow and O. W. KINcAID. Proceedings of the 
Staff Meetings of the Mayo Clinic [Proc. Mayo Clin.] 36, 
23-33, Jan. 18, 1961. 4 figs., 19 refs. 


Results of a study of 69 surgically verified cases 
of acquired aortic stenosis indicate that poststenotic 
dilatation of the ascending aorta may be considered 
a frequent roentgenologic finding in this condition, 
having been present in 55°% of cases. Its importance as 
a diagnostic aid is enhanced by the fact that it is easily 
seen on the routine posteroanterior roentgenogram of 
the thorax. It is, however, best seen on the left anterior 
oblique projection and is also well seen on the lateral 
roentgenogram of the thorax. Among the several con- 
ditions that may simulate poststenotic dilatation of the 
ascending aorta, the only common one is simple torsion 
and dilatation of the aorta associated with ageing. 
However, if the aortic knob is normal in size and the 
descending aorta is not dilated or tortuous, aortic stenosis 
should always be strongly suspected. 

The present study indicates an absence of any correla- 
tion between the severity of aortic stenosis and the degree 
of poststenotic dilatation. The etiologic and patho- 
physiologic aspects of poststenotic dilatation are obscure. 
Several of the more commonly held theories regarding 
its development are discussed.—[Authors’ summary.] 
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260. Focused Grid Telecobalt Therapy 

D. M. GouLp, J. W. LANgE, and W. MAUDERLI. Ameri- 
can Journal of Roentgenology, Radium Therapy, and 
Nuclear Medicine [Amer. J. Roentgenol.| 85, 38-52, Jan., 
1961. 6 figs., 7 refs. 


The authors, working at the University of Arkansas 
Medical Center, have modified their telecobalt therapy 
by the use of a grid, the aim being to produce good pallia- 
tion in otherwise untreatable advanced cases of cancer. 
Details are given of the grid, which was fashioned from 
a block of lead 5-4 cm. thick and 10 x 10 cm. in area and 
perforated with 25 holes 10 mm. in diameter diverging 
towards the patient. In this paper they describe the 
results in 87 patients aged 34 to 83 years with advanced 
cancer, the series including cases of cancer of the bladder, 
lung, female genital tract, head and neck, and oesophagus. 
The amount of palliation, assessed on a 4-grade scale, 
and the survival time are presented in tables. It was 
found that the best palliative results were obtained in 


patients with cancer of the bladder (78°%) and the least 
good in those with cancer of the lung (36%). The exact 
biological mechanism of this mode of treatment is 
speculative, but it may be analogous to that of a radium 
implant. 

The authors point out in conclusion that although this 
method of treatment did produce good palliation in 
about 59% of all patients, it did not necessarily improve 
their expectation of life, but many of these cases were 
considered to be hopeless from the first. M. P. Cole 


261. Intracavitary Radiogold Therapy: 
Appraisal of its Value 

CHING TSENG TENG and SANG YEUNG HAN. American 
Journal of Roentgenology, Radium Therapy, and Nuclear 
Medicine [Amer. J. Roentgenol.) 85, 62-68, Jan., 1961. 
1 fig., 25 refs. , 


This paper from Jefferson Davis Hospital, Houston, 
Texas, presents the results of the use of an intracavitary 
radioactive gold colloidal solution as a palliative pro- 
cedure in the control and prevention of malignant 
effusions. The authors stress the importance of strict 
selection of patients and have also investigated the influ- 
ence on the therapeutic results of: (1) the rate of accumu- 
lation of fluid, (2) the presence of demonstrable tumour 
masses, and (3) the general state of the patient’s health. 
Of the 43 patients so treated, 17 had a pleural effusion, 
20 had ascites, and 6 who were treated prophylactically 
had peritoneal deposits from ovarian carcinoma. In all 
cases the diagnosis of malignancy was confirmed histo- 
logically. The radioactive colloidal solution is instilled 
into the body cavity by means of a simple gravity-dis- 
placement method, using a polythene tube introduced 
through a trocar. A tracer dose (1 to 5 mc.) of the solu- 
tion is introduced and the cavity scanned to make sure 
that satisfactory distribution has taken place. The 
usual therapeutic doses were 150 mc. for ascites and 75 
me. for pleural effusions. Most patients were given a 
single treatment, but 14 received 2 or 3 instillations to 
one body cavity. The result was assessed as excellent 
when, in patients surviving over 3 months, the reduction 
in fluid formation was such that at most only one further 
paracentesis was necessary. 

Of the 20 patients with ascites, half were dead within 
2 months, 4 of whom had histories of rapid and recent 
onset of the effusion; but of the remainder, 6 were con- 
sidered to have an excellent response. Of the 17 patients 
treated for pleural effusion, 9 were dead within 2 months, 
4 again having a history of rapid and recent accumula- 
tion of fluid; however, 4 patients showed an excellent 
response. The 6 patients with peritoneal metastases 
from ovarian carcinoma were given a single instillation 
of radiogold as a prophylactic measure [but the results 
in these cases are not evaluated.] 

It is suggested that evidence of advanced cancer imply- 
ing a life expectancy of less than 3 months and also a 
history of rapid accumulation of fluid in a short time are 
contraindications to successful palliation by intracavitary 
radiogold. [The influence on the result of the presence 
of a demonstrable tumour mass is not clearly determined.] 
For satisfactory results the isotope therapist must observe 
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strict selection of patients, but, as the authors point out, 
such selection is often pre-determined by the referring 
‘physicians, who apparently do not always appreciate on 
the one hand the limitations and on the other the possi- 
bilities of this type of therapy. W. Duncan 


262. 250 kV. Rotation Therapy for Carcinoma of the 
Esophagus Using the Johns Hopkins Screen Intensifier 

R. J. Dickson and R. H. MorGAN. American Journal of 
Roentgenology, Radium Therapy, and Nuclear Medicine. 
[Amer. J. Roentgenol.| 85, 78-86, Jan., 1961. 4 figs., 
10 refs. 


The authors report from Johns Hopkins Hospital, 
Baltimore, their experience in treating malignant tumours 
of the mediastinum, in particular carcinoma of the oeso- 
phagus, by means of rotational x-ray therapy using a 
fluoroscopic screen intensifier with a televised image 
for control of direction of the beam. They state that 
this technique simplifies protection, eliminates elaborate 
mirror systems, and removes the need for dark adapta- 
tion which is necessary in direct fluoroscopic screen 
methods. 

The patient rotates at the rate of two revolutions per 
minute in a chair (which is illustrated) placed between 
the intensifier screen and the 250-kV. x-ray machine 
(filters 0-5 mm. Cu plus | mm. Al; H.V.L. 2 mm. Cu); 
the rotational axis-target distance is 75 cm. The tube 
has a very small focal spot (0-5 cm. in diameter) and an 
excellent television image is obtained. A barium swal- 
low outlines the tumour and allows constant visualiza- 
tion of the lesion and controlled alignment of the x-ray 
beam throughout each treatment session, thus ensuring 
that the maximum dose is delivered to the involved area; 
a narrow x-ray beam, 5 cm. wide, is used. The length 
of the field is 3 times the estimated length of the lesion. 
A tumour dose of 5,500 to 6,000 r. is delivered over 5 to 
6 weeks. The Wachsmann-Barth method of calculation 
is considered a satisfactory method of dosimetry for this 
technique, a trial showing that a high correlation was 
obtained between the dose so calculated and that directly 
measured in 10 patients. Patients with carcinoma of the 
oesophagus were selected for treatment if in good general 
condition and without obvious metastases. In a few 
exceptional cases patients with lesions of the middle 
third of the oesophagus, which may have been operable, 
were irradiated in order to compare the results with 
those of surgery. The local extent of the lesion is not 
considered to be a contraindication to treatment. 

In the past 6 years 57 patients with mediastinal tumours 
have been treated, 45 of these having carcinoma of the 
oesophagus; in all but 3 cases the tumour was confirmed 
histologically. The majority of the lesions (33) were in 
the middle third of the oesophagus, in 5 cases in both 
the lower and upper thirds, while in 2 cases the whole 
oesophagus was involved. Three patients failed to com- 
plete the treatment, but none died directly as a result of 
this procedure. Among the complications described are 
the development of stricture in 6 patients, fistulae in 5, and 
radiation pneumonitis in one. Later, 14 patients were 
subjected to oesophagoscopy and biopsy without com- 
plication 4 weeks after irradiation. Characteristic steno- 


sis was present in every case, but was readily distensible. 
Biopsy examination after treatment showed only scarring 
in all cases except one, in which there was residual 
disease 


It is noted in conclusion that so far as survival is 
concerned the results cannot be considered satisfactory, 
although one patient is alive and well at 2 years. The 
average duration of survival was 8 to 9 months, a period 
comparable with that obtained by radical surgical pro- 
cedures, which carry a high operative mortality. The 
palliative value of the treatment, however, was substan- 
tial, most patients being able to swallow normally for 
the remainder of the time left to them. W. Duncan 


263. The Effects of Roentgen Irradiation on Adrenal 
Cortical Function in Man 

W. A. Soanes, R. S. Cox Jr., and J. R. MAHER. Ameri- 
can Journal of Roentgenology, Radium Therapy, and 
Nuclear Medicine [Amer. J. Roentgenol.] 85, 133-144, 
Jan., 1961. 4 figs., 23 refs. 


This study of the effects of x-irradiation on adrenal 
cortical function was carried out at the Letterman Army 
Hospital, San Francisco, on 9 patients with testicular 
tumour who were undergoing abdominal irradiation and 
in whom the adrenal glands were included in the treated 
volumes. Adrenal function was estimated before, dur- 
ing, and for 3 months after the period of irradiation by 
determining the urinary excretion of 17-ketosteroids and 
17-hydroxycorticosteroids in 24-hour specimens of urine. 
The response to injections of ACTH was used as an 
additional more sensitive index of “‘ adrenal reserve ”’. 
The radiation was generated at 220 kV. and was filtered 
to a H.V.L. of 1:35 mm. Cu. Portals of the order of 
15x30 cm. were used, usually as paired anterior and 
posterior fields, and the position of the adrenal glands 
was estimated with reference to the upper poles of the 
kidneys on a radiograph of the abdomen. The dose of 
radiation delivered to the adrenal glands varied between 
1,569 and 3,526 r. delivered over 28 to 37 days. 

Since the estimation of 17-hydroxycorticosteroid excre- 
tion was found to give less erratic results than that of 
17-ketosteroid excretion most of the conclusions are 
based on the former. The following effects were demon- 
strated. (1) There was usually an enhanced response to a 
1-day injection of ACTH during the period of irradiation, 
this being in agreement with Selye’s general adaptation 
syndrome and the accompanying adrenal response to 
stress. (2) There was also usually some reduction in the 
response to a 1-day injection of ACTH after completion 
of irradiation. (3) In some cases the 2-day ACTH injec- 
tion test (the Thorn test) gave a lower response on the 
second day than on the first, this occurring especially 
towards the end of the period of irradiation. Normally 
the response on the second day is higher than on the first, 
so that the 2-day ACTH test may be a more sensitive 
gauge of the effect of irradiation. It is concluded that 
to obtain more definitely significant data a similar trial 
should be instituted using, for example, mediastinal 
irradiation as a control, as it is not certain that the 
adrenal effect is necessarily due to direct irradiation of 
the adrenal glands. I. D. H. Todd 


Vol. 


= 
J 
- 
4 
’ 


